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^ (57) Abstract: Fuscd-ring compounds represented by general formula [i] or the like, or pharmaceutically acceptable salts thereof; 
O and hepatitis C remedies containing the compounds or salts: [I] (wherein each symbol is as defined in the description). The above 
^ compounds and salts exhibit an anti-HCV (hepatitis C virus) activity by virtue of their inhibitory activity gainst HCV polymerase, 
^ thus being useful as therapeutic or preventive agents for hepatitis C. 
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(3)TIB^;V-:7-D A» ^, ^{^ tl5 1 5 ^cDBmST-gm* tLT * ct V^ C3-8S/ 

4 ffi CD ^ 5^ D M ^ * tf o 

(a)7j<mM^s 

(d) -hPa^ 

(e) gil^tvT*«kv^Cl-6T;v=3f-;i/S (liilB^^OM t) o ) ^ 

(f) -(CH2)t-C0R"\ 

UT. tit. ■^H^nmM.vx. Q^iti Tim 6 com^^M^^t^o 

4 CD ^ 7^ p ^ ^ ^ tf o 

(g) -(CH2)t-C00R'^ 

Z C R'^ti^ 7Xmii^> tlT <t V^ C l-6T;i/:^r;i'a(Mia^^©51 1) o) 
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(h)-(CHz)t-CONR»"R''"s 

(3' ' m^yj^—yBifi^MUfi^ ITi^S McDWii^&XWm^nx ^ .t V^ 
C6-14T U -;v»s 

C6-14T u ci-6t;i/:3p;i/^^ 

(7" )BuHBy;V-:7"B3?)>e>pl«n§ 17&M5fla®ajfeS-eMm^nT*) J;V^ 
(8" )H3B3^;i^->"B*^e,^{^n§ i;>iil5fSCDemaT-«m$tiT4) J;v^ 

(i)-(CH2)t-C( = NR»3^)NH,. 

(j)-(CH2)t-0R"'^ 

(2' J;v^ci-6t;i/^;i/S ( buIB^*®^! t) o ) s 

(4' mV^i^ J^-yAtf*^ Mltfi^ 1 ZbS 3MCDSife»t?®m$nT <fo <I;V^C 
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6-147 u 

6-14T »; — ;i/ c l-67';l/^;^^^ 

(10' ' )BuHBi^;i/-7"B 1 5 {SCDSilS-egm^tbT 4) J;V^ 

C3-8S/^ D7';i/^;uci-6r;i/^;i'S-efe 

(k)-(CH2)t-0-(CH3)p-COR«^ 

n^Lt^R-^Ht. ci-eT;^^;!/^^ y*x{*BuiB^;w-rB*»&3g«ns i:/2riB 

(I)-(CH2)t-NR''^^R^"> 
(1' )7Kmi!l^s 

(2' mife^tiT*) J;v>ci-6r;i/^;i/S (tuiB^^cDiiDo ) s 

(3' )ifffB^;i/-^B e>^j^ti§ 1 5 ^i®smsT-»m^tit: V^ C 

6-147 U -;i/«s 

(4' )HufBtJ^;i/-:7'BA»e.®«ns 175M5ffl0fi^^lat?S^Sl$^^T4)cI:l^C 

6-147 u—;i/C 1-6 7;i'=^;i'^s xtis 

(5' )|ffi3^;i/-7°B A^^MJ^tLi) i7bM5fficDem*-eg|^^ti-c%> J;v>^ 

7" P ^ C l-67;i/=^r;i/ai"e ^ t) s 
(in)-(CH2)t-NR'^'C0-R''^ 

c^-eR"^"}*, tK^MTv ci-6T;i/^;i/SX}ici-67;v:i7^>f ;i/S*^i*bs 
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Btf>^ Mitn^ 1 72rM 5 m(Dm^&'^M^^ *) J; V^ CS-UT U 
(n)-{CH2)t-NHS02-R''^ 

^ ^ T'R'^nis 7K^i^^s tLT % ct V^ C l-67';W:3f-;va( HuIB^^CD® D o)^ 
BiifB^;i'-7-B 1 TJrS 5 {iCDgmSXgm^tlT <kl^ C6-14T U. 

(o)-(CH2)t-S(0),-R'^^ 

(p)-(CH2)t-S02-NHR'^\ 
1uIB^;V-7-B ^ 1 7bm 5 ii®«lfe»T-ai^^ tlX J;V> C6-14T V 

—ji/^^itmrnvji—yB t^^muti^ i tjs 5 McD»ifesxg«i^ tix j; v^ 

(2) C1-6T;1/^1/>'. 

(3) C2-67*;i/'5r::::l'>'s 

(4) -(CH2)„-0-(CH2),-^ 

(5) -C0-. 

(6) -COz-(CH2)n-s 

(7) -CONH-(CH2)n-NH-^ 

(8) -NHC02-. 

(9) -NHC0NH-^ 
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(10) -O-(CHJ.)„-CO-^ 

(11) -0-(CH2)^-0-s 

(12) -S02-> 

(13) -(CH2)„-NR''"-(CH2)n-^ 

(r )7mm^s 

(2' )®Jfe^tiT*) J:v^Cl-6:p;^=¥;l/S (mifB^aojlDo ) s 
UT u c i-6t;i/=^;i/«s 

(5' )-COR''^ 

c 6- 14T u — ;i/ c 1-6 r ;i/ ^ 5i I* f s o 

(6')-C0 0R''S (R^Htmrn^mcDm^) o ) ^ Xtis 
(r)-S02R''5 (R''5{iHuf3^«®MDo ) s 

(14) -NR*'^co- {W'itmm(D^mtm\:^o ) ^ 

(15) -CONR''"-(CH2)n-> 

c:t?R»"{is7K^M^N Sil^ tiT J; Cl-6r;i/^;i/^(1ul3^«03l t) o) 

TU— ;vci-6T;v=3e;i/^^^isfi-rSo 

(16) -C0NH-CHR"*-. 

* c^;l^ C6-14T U —)l&^MnM-t^. 

(17) - O - ( C H^)^ - C R^^^R"^^"- ( C Ha)^ 
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(2' )*;i/5l?dFS/;i/^, 
(3')ci-6T;v^p;vas 

§ o 

(5')-NHR''^ 

^cn-eR'^ttx Ti^mm^^. ci~st)v^)i&. ci-6T;v*>''f ;i/»xiiC6-i4 
T <; — c 1-6 t;!/ ^ 3b ;i/5j^-;v*^^p*-r ?) o 

(6') 
Do ) > 

(19) -NR»"S O2-S 

(20) -S(O)e-(CH2)„,-CR*>«R«"-(CH2)^- (ettO^ lX«i2-^«.t)s 

(15) TiB-^^ [11- 1 ] -em^n^ (14) $m<Dm^m^'^m^^m-m 
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(Z)w [II-1] 



i^fp. =&i3#ii (14) HB«©Mt)T-a&So ) 

(1 6) TiB-«s^ [II- 2] t!*^tis ( 1 4) ^m<Dm^^it^m^ii:mm 



-N ^^r6' 



(Z)w [II-2] 



=&fB-#{* (14) McDMtJffe^o ) 

(17) TIB-IS^ [II- 3] -r^^ns ( 1 4) mm(om^Mib^m:^\t^M 




B )— (Z)w [II-3] 



(^pfs =&IB-l-li (14) I3iJ®5lt)T'$>^o ) 

(18) TIB-K [II- 4] nm^n^ (14) SBiScDSi-^^-fb-^^Xt^M^ 
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i^^. #l3-^{* (14) fStfeOMbtffeSo ) 

(19) R\ R\ R'RXJ^R*(D^-h{Ptit< h% l-Difi, :fyjVyf^^>>)V^^ -CO 
OR'^X^-SOzR'^ (ClCIT-R"2itKR'''{i (14) iBffi<3D3it)o ) -Cfe-S (1 
4) 75M ( 1 8) c?)V>-rtb**tfB«SCDSS'&3S^b'&«^XB:^^±l^^^tiS-?©mo 

(2 0) R\ R\ R='St>'R'0^ t>^i>^< J:t> C 

ooR'^' (^^i-eR-'Hi (14) mmcDMbo ) t-^^ (i 9) f&m<Dm'^mit^ 

(2 1) R2AS*;i/^:3pS^;i/«T-$)Ds R\ R'RV^R*ifi7mm'I'-G^^ (2 0) 

(22) ^Cy' ifis $>^^D^>^;i/^x i/i^p^=^$/;i/«s s/iJ'P^r^;!/^ 

XJi^F t KD^i^rtr^— ^I/A-^afe^ (14) 75M (21) ©V^-rti*^{c|B«8 

(23) 3EiCy' i/^D-^>^;^S^ u^^^)]/&y.lti/^ t3^y^)V 

(2 4)^A' t:'ji^;i/^. t:^s^^;i/S> iiU^i^-;i/»x 

tii^y ^ri^-;i/»-e$>^ (i4) jbm (2 3) ©^/^•r^^*>^clBi8©ili'&^'^b-&!^ 

(2 5) ^A' ifis (2 4) mmcom^mt-^ 

(2 6) ?SA' 7ni^;i'aT'$)i) (2 5) f3^(D^-a-^<b-a-t)X{±Mm±ffF 

(27) Y*s. -(CH2)„-0-(CHz)^-s -NHCO3-. -CONH-C 
HR'"-s -(CHj„-NR'^'^-(CH2)«-> - C ONR'"-( CHz)^-^ -O- 
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(CH2)„-CR'^>''R''"-(CH,)„-X{*-(CH2)«-NR'»''-CHR'''-(CZ:T* 

#i3-^{i (14) mmcom. Do ) t-^) § ( i 4 ) (26) ® v^•r^^*» tiasi 

(2 8) Y*s. -(CH2),-0-(CH2)„-X{*-0-(CH2)„-CR»«R»^''- 
(CHa)^- (c:CT-§lB-^(* (14) IBIft® J® D o ) T*$)§ ( 2 7 ) fBtt©i^-a- 

(2 9) Yifi. -(CH2)„-0-(CHj„- (^ C-e^ia-^Jd; (14) H3«®3l 
t)o ) T-fe* (2 8) fB®CDM^^<b^tlXM^±fF^^tL5^omo 
(3 0) R**s*;i/5j^=3pS^;v*-t:$) t>> R\ R=';R^JfR**S7Kl^Jl^=^-efet)^ 3gCy' 

7x^;i/»T»2feS (14) (2 9) ©V^■rtl*^{c:IBmoM-&^'^b-^^X^±M 

(3 1) 2- [4- (3 -yn^:7xy=^rS>) 7x^;i/] - 1 -^/^ n^^^ri^;!/ 
^>y-f ^ 5 (^li«?!li) s 



2- [4- (3-:/P^7xy:3s^i^) 7x::::;p] - 1 - i-i^ n^^S/;i/^> V 
^^S^\/-;i/- 5 (IIWJ2) . 

1 -iy^ts^^t^j]/- 2 - (4 - 1 Kp:3ri/7x^;v) ^1$^^/— ;v- 

2- [4- ( 2 -yn^- 5 -^^ D P^>i^;i^:2l"^S/) -1-i^i^ 
D^:2t^i^;i/^>v^-i' ^ 5 -:5!7;i/5^'>^x.^;i/ai;^7^;i/ (^»J4) ^ 
2- {4- [2- (4 -:J7nD7 xr:;v) - 5 - D n^>$^;V:r^i/] 7x 

2- {4- [2- ( 4 n D 7 xri;v) - 5 -^^d D^>i^;V:^-^^] 7x 

2 - [4 - ( 2 -yp^- 5 h ^iy^>i^;i/:r^S/) 7 x::^;V] - 1 -5/ 

^p^:3t^i/;v^>\;>f 5 -:t»;i/5}^>^j:5^;i/3^;^7^;i' (^lte«^J7) s 

2 - {4- [2 - (4 - iJ'PP^xr:;!/) - 5 -p< b ^i^^>$^;i/:t=3f->>] 7 
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2- {4- [2- (4 PD73i-;b) -5-^ h ^i/^>i^)l:t^i^2 y 

1 2 - {4- [ (E) -2-y3L-)V\f-)]y] 

1 - i^^n^:3eS/;i/- 2 - {4- [ (E) - 2 -7 3ir:;vtrr:;v] 7 

^^V'f ^ iT^-;!/- 5 -*;i/5t?>^ (^itefi?iJ i i) . 

5 -*;v4^>m immm 12). 

2- (4 -^>i?;i/;t^->:7 xr:;i/) - 5 -iXT^ - 1 -S^^' p^>^;i/^> 

y-f 5 yv^-;i/ (^Ji^saj 14). 
2- (4 - 1 n^>^;i/'<>^^>f ^^$^^/— 
1 D/sdp$/;i/- 2 - {4- [ {4- (4 -7;i/:tD7 3i:r:;i/) -2->< 

1 -i/^ D^^i>;i/- 2 - {4- [ {4- (4 -2-^ 

1 - i/^ o/\dp$/;i/- 2 - ( 2 - 4 - 1 b*D#e/7 X— 

5 -5!3;^5r^>^3ig^;i/ai;;^7";i/ (^WJ18) > 

2 - {4 - [tr;^ ( 3 -7;i/:tn7 x:z;V) p( h:3ei^] - 2 -7;i/::*-D7 X- 

(^WJ 1 9 ) s 

2- {4- (3 -7;i/:?l-D7x:;^;v) h^^f-S/] - 2 - y )\/:^uy :sl- 

- 1 ->>^^D^^$/;u^>\/-f 5 -*;v5i?>^ (*ite^2 o) ^ 

1 -t/^ ti^>^;i/- 2 - (4-::i hD7x:::;V) '^^V^-Y ^ ^'^V— ;V- 5 - 
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?!3;V5}?>M3c^;i/x;^7^;v mmm2 2) s 
5-:)!3;v:i^>m (||]MI«?|J2 4) > 

2- {4- [3- (3 -^DD7 3ir:;i/) 7:iiy=aFS^] y :c—}\^} -1-^^ 

py^.=^P>>;^v^^>^/-f ^ — ;v - 5 - ;V31^ >^ (^as«?!l2 5)s 
2- {4- [3- (3 -^DD7iri;p) 7xy^i^] 7xr:M -l-^^' 

2- [4- ( 3 -T-fe h^S/:7 7x^;V] - 1 -t^^ ti^^^> 

1 _.>-j7p^dF-$/;i/- 2 - C4 - (3 -t \^n^>>y j^—jVyi-^i^) 

1- i/^t3^^iy;\/-2- {4- [3- (4-lf US^;^^^ y 3L=^)V:t 
2 9). 

1 -i/^ p^:3f-^y;i/- 2 - {4 - [3 - (4-trU i^;i/p< h^i/) :7x^;i/:^ 

2- (4 -^>s^;i/;r=^i^i/7 x-;i/) - i -s/i^ D^i^^;i"^>y-f ^ 
;i/ (^SIS«?!I 3 1) s 

2- (4 -^>i^;i/:t=¥$/7 X— - 1 -iyt}7D^>^;i/'^>\/^ 5^^-- 
5 -p!j;V7i^>^:i^^-'i/^:^5^>'^ (^Ste^?iJ3 2) . 

5 3 3) . 
2- (4-^yi^Ji^:i-^i/y X.—)]/) - 1 d^>5^;1/-N-p< h^S^- 

2- (4 -'0$^;i<':2|-=^^>7 x-;v) - 1 -S/^ D^>^;b- 5 - 

32 



wo 01/47883 



PCT/JPOO/09181 



Kir-j-)]y immm^ 6) . 

^J3 7) . 

2- (4 -^>2^;i/:t=^S^7 X— - 1 -S/^^ D^>^;V- 5 -— h 

\/-f ^ ^v^-;!/ immm 3 s ) ^ 

-j^ ^ mmM mmm 39). 

^ ^^J—}]^ {mum^ 0) . 
2- (4 -^>i^;i';r^i:^:7 - 1 - $/:J7 p^>^;i/- 5 

3i>-;i/7'^ ^ t^^^/-;^ (^ii^J4i) X 

5 -y^;i/7 7^'f ^V- 2 - (4 -'^>S^;i/:?|-^^7xri;i/) -l-^^'D^^ 

^;i/^>V'f ^ (^JS«?iJ4 2 ) s 

2 - [4 - (4-tert - y :sl=.)]/'\ -l-i^^u 

^>^;v-^>^/-r ^ yv^-;^- 5 -*;v^>-^ (^Jfg#!l4 3) . 

2- [4- ( 4 -y!7;U4^^i>'^>i^;t/:t=Jriy) 7x^;i/] -l-iX^D^>'^ 

2- [4- (4-^'PP'^>i^;i/:^^i^) - 1 -i/^P^V^^;!'^ 

>^/-r ^i5^\/->>l/- 5 (||S(6^?!|4 5) X 

2- {4- C (2 -^'PP- 5 ^ h^$/] 7x-;i/} - 

1 -iy^u^y^JV- 2 - [4- (4- b U 7;i/::tP^5=-;V^>i^;V:^^^) 
7x-;i/] ^^y-;^- 5 (lim^^J4 7) ^ 

1 -e/^p^>5^;v- 2 - [4- {4-;^ h^i^^>i^)V:t^t/) 7xri;i/] 
'^VV^-f 5 (^»J4 8) ^ 

1 -i/^p^>^;v- 2 - [4- (4 -t^ U 2^;i/p< h^s^) 
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1- t/^u^y^)]y- 2 - {4- [ (3, 5 -^^^•5^;V-4->f V:t=^-9-\/U 

2 - (4 - 1 KP^i^^jizi;!/) ^>y>r ^^^y— ;l/- 
5-*;l/!i^>m immms 2) . 

[2- (4-^>i^;V:r=3f-i/>'3i-;i/) - 1 -i/;^ D^>^;i/^>\/'f ^ ^5^V 

>y-r ^y^/— 5 -;t?;i/^>^ (ll»5 4) ^ 

2_ [4- ( 3 P P^^i^;^:^^^^) :7 3i::^;i/] - 1 -ix^ p^>^;V^ 
^y^f ^iJ^V^— ^W- 5 (^»J5 5) s 

2- [4- (^>-if ^) - 1 -$/^P^>^;i/^ 
>y-f 5 -*;v^>^ irn'MMS 7) ^ 

1 _.>^p^>5^;V_ 2 - [4- (3, 5 -P^umy :i^-)ViJ)\y-r^-)\/T5, 

2-{4- [ (4-^J7DP73i^;i/) ;!3;i/:^'-;vT^ y ] y :^^r\/\- i-^^ 
p^>^;v^>v^^ -Ji^- 5 (^Sls^J5 9) > 

2-{4-C(4-te r t ^ ] 7 
_ 1 _e/^n^>^;i/^>v^-r ^ ^y— 5 -?!j;v>t?>^ (^SI60!I6 0) x 

2_ {4- [ (4 -^>5;;v;t^i':7x-;i/) 557;i/>t?— y] 
- 1 ->>i7p^>5=-;i'^>y-f 5-:*?;v4t>^ (^SS^^je i) x 

trans-4 - [2 - ( 4 -'^>S^;i/:t:3e>> 7 - 5 -:*?;i/^=3re/'^ 

vv^'T ^^^)—)\^- \ -^)^^ i/^xi^^'&y- 1 ;v (^»J6 2) X 

trans-1- [2 - ( 4 -^>i^;i';r=^i^7 ^.ri;!/) - 5 -*;V:4?=3^i/'^ 
>N/>f 1 - -4-^ h:3{^i/i/^P'\^1^-> (^Jfg^6 3) X 
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mmme 4) . 

^;U'^>vr-r ^^r^/— ^p- 5 (^»J6 6) s 

l-i^^ip^ly^jV- 2- [4- (3, 5 -S^^ Dn^>i;;i/:;^^i^) 

^ ^ ^y— 5 -ti)V!f^>m immm e ? ) s 

1 - i/^ D^^^;^- 2 - [4- (3, 4-i^^}Pti^>t^)V^^i^) 71^1 
1 _^/7 n^>5^;v- 2 - [4- (7 y ) 731— ;v] 

'^>\/-r ^ ^5^^/— ;u- 5 ~it})\/yn>m. i^mm 6 9 ) ^ 

trans-l - [2 - {4 -^yi^}V:t^iyy :^-)^) - 5 --^JVif^^i^^ 
>^J-( 5,V^J—)]/- 1 J]/} -4- t e r t -:/5^;ve^^D^^-b-> (^Jf6l«?!l 
7 2) s 

^>^;i/'^>y-f ^^v^— ;v (|IB!S^?!I7 3) ^ 

2- (4-'^>i';i/T^y - 1 D^>^;i/^>v^>r ^ 

2- [4- (N-^>'if>:^;v*-;v-N-^^;i/r ^ y') -l- 
2- [4- (N-^>i^;i'-N-p<g^;b7'^ y ) 7:c-;i/] -i-i/^^D^> 
1 _^^Dvs#^>;l/- 2 - (4-7 3iT-^;i/7 3i^;i/) ^>v^-f ^y^/— 
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5 -:5b;v^">^ (^»J7 9) > 
l->>^ t2^>^jl- 2- [1- (p- h;i'X>;;^;i/;jN— 

'^vv^-r ^ iJ^v^-;^- 5 -*ji/7}>">^ (^Sig^jso) ^ 

1 -i/^ p^:^i/;i/- 2 - [4- (3, 5 -i^^DP^>i^;i/;r^S^) ^a^r: 

^>v^-f 5 (IIWJ8 l) s 

1 -^/^n'sdpj/;!/- 2 - [4- hdp->) 7x:r;i/] ^y^J^ 

5 5 -:;b;i<'5}f >^ (^i?ig^J 8 2 ) s 

1 - i/^ p^dee/;v- 2 - [4- (3, 5 -i?- t e r t 

2- (4 -1- ( 4 P^^i^;V) 

5-*;i/7t^>^ (ms^?iJ8 4) ^ 

2- {4- [2- (2-:^7^;^) 3ih=3p^'] 7 
^y^J^ K 5 imMM 8 5 ) ^ 

l_.>>^7n^=^i^;i/-2- [4- 7« h^S/7x-;i/] 

1 _>>>^p^d^^jy;i,- 2 - [4- {i>^>i^)i^TS.^) y ^>'^^ ^ 

2- [4- ( 2 -t:7 x:^U;i/^ h^i^) 7x-;V] - 1 -i^^7p^^i/;i/^ 

y'J-( ^ ^v^-;v- 5 - ■fy}v^^ym immm 8 8). 

5 -7!3;i/5^">^ (I^SlBe»J8 9) > 

1- t/i7u^^i/jv- 2- [4- (i?'^>>:^;i/pi h^-» :7x-;v] ^vv^-f 

5 5 _:ij;i,4^f>^ (*mi^J9 0) . 

2- (4 -'^>\/'r;i/P< h=^i^7x::::;i/) - 1 - ->^^ P^^i/;U^>\/-f ^ ^ 

5 -*;i/>J^ >^ (HJte^J 9 i ) s 

2- i4-^>P)^- 1 -^^^i^-J^) - 1 -i/^P'NdpS/;v^>\;-f 
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\/— 5 >^ ~mm^ (.mmm 9 2 ) ^ 

^y^j^ 5-i:j)u-!i'^>m immmQs) . 

2- [4- (3-^Dn-6-7xr:;v^>2^;i/;r=¥$^) 
^D^dfS/;i/^>^/'l' ^ 5 (»^?1J 9 4). 

2- (4 -^>i^;i/;e-^i^f^u ) - 1 -s>'^D'\:3f-e/;i/^>y-f ^ 
-;i/-5-*;b7j^>^ (^»J9 5) . 

1 - j/^D^:3pS/;v- 2 - {4- [2- (^my^^i') J^h^apJ^] 

'^V^/^ ^iJ^'y-;!^- 5 (^m«^J9 7) s 

1- >y/7U^^i^jl-2- [4- ( 5 -7 731— 

2- (2-^>S^;i/:2j-=5re/-5 -tf'jy;!/) - 1 -i/^J^ p^:^>>;v^>\/>r ^ 

5 -*;i/5t?>^ (HJte^iJ 1 0 0) > 

1 - ^>^D^^$/;i/- 2 - {4 - [2 - (3, 4, 5-hyp< h:^rS/7 3:n;v) 
oih^ix] ^y^;^ ^ 5 -*;;i/^>^ (ll»J 1 0 1) . 

2- {A-^yi^ )\/-t^i/y -1- (4, 4 -t^^^-'i^s/^' P'Niaf-e/ 

1 _.>,^n^dp^^;V- 2 - {4 - [2 - ( 1 h^J/] 7 1-;!/} 

^>y-f 5 -:i7;v5i^>i^ {mmmi o 3) ^ 

2- [4- ( 2 -^>i^;b/J-^5/7 dri/) 7x-;v] -l-i/^U^^^/ 

ji^yj^ ^ 5 -^)\y7f.ym imMm 1 0 4) . 

2- [4- {3 -^yi^)\/:t^yy ^i^) 7x-;i/] - 1 -i/^ P^=3f 
1 2 - [4- (2 -t KD^i^^x^^^) ^x— ^ 

>\/-f 5 -3!3;i/^>^ (ilJig^ni 1 0 6) s 



37 



wo 01/47883 



PCT/JPOO/09181 



1 -i/i^u^^i/j]/- 2 - [4 - ( 3 - t KD:a^i^:7 3iy df^^) 731— ;v] ^ 

vy-f s.y^j-jv- 5-ij)vyr>>m imMm i o 7) ^ 
^yy-;!/- 5 -*;v>j^>m mMm 1 0 9) s 

l-i/^u^^i/)V-2- [4- ( 2 -rD>}^^i/7 ^S^) 7x-;i/] ^ 
w^'f 5 (IISiB«?iJ 1 1 0) s 

1 _.>^p^-^..>;p_ 2 - {4- [2- i3-^^)]y-2-y7'~)\y:^^i^) 

7x-;i/} -^y^/^f ^^y— 5 -:*3;v4^>^ (^SIB^J 1 1 2) s 

1 _.>^p^df 2 - {4- [3- (3-p<^;V-2-y^7^-;V:^=^^') 

7xy^i/] 7x^;v} ^y^;^ K^^J-)\y-^-iJ)^-^^y^ (^Jte0"J 1 1 3) > 
1 _s>^pysdp5^;v- 2- [4- ( 2 -'f V^>^;V:4-=ae2/7 x^^i^) 7x 

^>^;-r ^^v^— 5 -*;v't?>'^ (HJte^iJi 14) s 

l-i/^\3^^P)\/- 2- [4- ( 3 --T V^>^;^;r^2^7 xy dpi/) 7x 
1 _.>^p^-^..>;v_ 2 - {4 - [2 - (10, ll-i;tKD-5H-i^-< 

>y [b, f ] T-if t;>- 5 -^;i/) h^i^] 7x^;i/} ^^^/'f 
- 5 (^SS^J 1 1 6 ) ^ 

1 _^^p^v,d^^e/;i/- 2 - {4- [2- (4 - h U 7;i';^-P>«^;V7xr:;v) 

7) . 

2_ {4_ [tf:^ {4 -'!7 uuy ^ h^i^l 7xri;i/} 

^^s^;i'^>^/-f ^ ^J^V— z*!^- 5 (^i^^^Jiis) ^ 

l-i,/7X2^^>y)V-2- {4- [2- (4-/ hdrS/7x:^;i/) aih^e/] 
7x^M ^>\;-f 5 imMmi 1 9) > 

l_s>^p^:j^..>;i,_2- {4- [2- (2-^ hdF.i/7xri;i/) aihdr$/] 

38 



wo 01/47883 



PCT/JPOO/09181 



7air:;i/} ^>5^V^-;i/- 5 -it] )\yyf^ym imMmi 2 0). 

1 -i/^P^:3f-i/;i/- 2 - {4 - [2 - h:3p->7ai^;V) 3:h:^i/] 

^^J?'^/-;!/- 5 (ll»J 1 2 1). 
2- (4 -^>i;;i/:t^$/7 3ir:;i/) - 1 - D^r^;i/^>y >f ^ 

5 -:^7;i/5}?>^ mmm 122). 

1 _.>/7 n^:3{^iy;w- 2 - [4- ( 2 -7 ^i/) y j^— 

^>y'i' ^^5^v^-;i/- 5 (HM^Jl 2 3). 

1 -i/^p 2 - [4- (3-7x^5^;V:^=3f-i'73^y^i/) 

^>'J>( 5 (*SI6«»J 12 4). 

1- t/^U^^i/)]y-2- [4- (2, 2 b=3ri/) 7 3i-;H 
^^v^-f ^^v^-;i'-5 («^J 1 2 5). 

2- (4 -1- ( 3 -i^^ P^^-fe— ;v) 
^ 5 5 -*;i/pf^>^ (HJig^aj 12 6). 

cis-1- [2 - (4 3:r^;v) - 5 -:t;;V4?=3f^i/^>1/ 
^ 5 1 -4-:7;i/;^D^^P'\d[^-t>-> i^mmi 2 7) . 

1 p^dp^jl/- 2 - C4- ( 2 -17 x^^i/7xy :5pi/) :7i— 
vv^'f ^ ^^v^-;v- 5 -*;v7it>m (HWJ 12 8). 

1 - i^i^P^dp>>;i/- 2 - [4- (3-:7a:y^->7iy:^r^') ^ 

5.v'j-jv- s-ijjv^^ym (mmm 129). 

2- {4- [ (2R) -2-^>i^)V:t^Sy^J\^yi^-)^TKy-2-y:'^=-Jl/ 
J^h^S/] :7xn;i/} - 1 -i^^p^df.>>;i/^>vr-f * ^V^— 5 

^ (mmm 1 3 0 ) . 

1 - i/^p^^$/;i/- 2 - {2 -7;i/:!t-p-4- [2- ( 4 - b 'J P-?« 

^ (HWJ 13 1). 

2- [4- (4 -^>S^;i/:t^S/:7aiy ^S^) y'air:;!/] -l-i/^P'v^e/ 

;v^>'^>^^ 5-ti)\yyr^>m (mmm 132). 

2 - {4 - (4 -^^;U7xr: ;i/) p< h:3eS/] y - 1 -i^^P 
^^i/;v^>v^-f ^^v^-;v- 5 (IIJfl«?!ll3 3) . 
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D'\=3iri^;i/^>y-r 5 (llifli^»ji 3 4) ^ 

1 _,>^py\ap.>;i,_ 6-^h^i^-2 - [4- (3 -7ai-;i/7'D5jf^ri^) 

1 -sy:J7n^if-i^;i'- 6-th'D^$/-2-C4-( 3 - y ^L-jvyuiii^iy) 

-<>^/-f ^ij'*^/-;!/- 5 -tij\^-^^>m immmi 3 6) ^ 

1 - >>^D'N:3f.j/;ix- 6 2 - [4- (3->'3i-;v:rp:jj^^>>) 7 

3i-;V3 ^>vr^ 5 ^N;_;V_5_;fe;V:^>^ 3 7) s 

2- {4- [2- ( 2 -^>i^;V5J-^i^:7 :3^b=3pi<^] y 31=.)]/} -1 

2 - {4 - [2 - ( 3 -^>e?;i/:^^->7 7 -1 
-J/^ ^'\:3f-$/;^^>^7-< ^ 5 (^ii6«?!l 1 3 9 ) ^ 

2- [4- (.2~ti)\^r^^i^^^)\y:i-^iyy ^t^) :7 3i^;i/] -l-i'^ 

D's^i^;i/^:^^>^>f 5.y^/— 5-*»;i/7t^>^ (^a5««li 4 0) s 
2- [4- i3-^}\^7\'^^i^^^M^i^y yx.—)^! -l-->^ 

D^;3f 5/ ^/-r 5-itjA-}n>m imMmi 4 i) > 

2- {4- [3-'j7PP-6- (4 7 31 
2) . 

2- {4- [3-^PP-6- (4-^ hdri>:7 rc y 
4 3) > 

1 _,>^p^i|^ 2 - {2-^^;i^-4- [2- (4 - b U 7;i/2}-D;<^ 

(«^J 1 4 4 ) X 
2- {4- [2- (4-t e r t-y5^;i/7 3i-;i/) - 5 - ^ 

JifiM 1 4 5 ) ^ 

2- {4- ( 3 -^P P- 6 - 2 -7;i/:^P73i 
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6) . 

2 - {4 - [3-t^DP-6 - (3, 5 -2^^PD7ac-;i/) 
1 4 7) ^ 

2- {4- [IfX (4 7 ^ h^^i/] - 2 - 7;i/;2|-o 7 

M- 1 -$/^p^=!ei^;v^>^/-f ^^y-;v- 5 ->bJV5}?>m(imm i 4 8)^ 

2- {4- (4 -'^>y;i/:^^t/7 ^i/) -2-^nD7x— -1- 

2- {4- (4-^>i?;i/;r=3pi^7iy^S/) - 2 - h U 7;i/;tP;><^;i/7 3i 
-;^} _ 1 -i/^p^:3|pi/;i/^>\/xC 5 (HJlB^i 1 5 

0) s 

2 - {4- [3-^Pa-6- ( 2 - h U 7;v:tP^5^;i/7 'Oi?;!/ 
(IIJiB«?!l 1 5 1 ) s 

2- {4- [ (2R) -2 -T^^ -2-y x.-J]y:i^h^tyl y jl=z)\,} -1 
_s>^pyNdps/;i/^>vr^ ^ ti^y— 5 -*;i/5}^>^ (^SIB^?!1 1 5 2 ) s 

2- [4- ( 2 :7a:-;i/] - 1 - i/i? P^^fi/;i/^> 
^/-f 5 -ij)\^Tf^ym {%Mm i 5 3) . 

2- [4- (3-\i:7xr:U;V;t^$/) :7ai:^;v] - 1 - S/^^ P^=3{^e/;vv>«L> 
'J-f ^y^J—Jl- 5 -:*?;1/jK>^ (llJte^J 15 4). 

2 - {4_ [2 - { (1-tert - h 4 - U 

5 (IIJIi«?iJ 15 5).. 

2 - {4_ [3 - { (1-te r t-7'h^5/*;i/7j^-;i/-4-fc:^Ui^;i/) 

5 -*;i/^>^ imMm 15 6). 

2 - {4 - [S-iJ'PP-e - (3, 4, 5-hUp< h^i^7ir^;i/) -^>i^ 
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m immm 1 5 ? ) ^ 

2- {4- [2- (2 j^-U;i/) cch:^S/] -l-S/tJ7P^ 
:2|rS/;i/^>>/^ 5-*;v3i?>^ {mmmi5 8) ^ 

2- [4- (2 -tr7xnU;i/;< b:^>>) y - 1 -i/^u^^S/)\^^ 

y^j-i ^y^j-)]^- ^-tDvr^ym. {mMmi 59). 

1 2 - {4- [2- (4 -tf^U b^i^) 7x7^3^ 

7x:^;i/} ^^^/-f ^iS^-vr-;i.- 5 -ti}\yif^ym (HJfe^J 16 0). 

1 _.>^D^dr>>;V- 2- {4- [3- {A-\^^^)V)]/^Y^^/) y:^J^ 

2- {4- C (2R) - 2 -7'-fe^;i/7'^ y - 2 -7 x^;bj: hde$/] yx.— 

;!/} - 1 -^^^ n^^i/;i/'^>v^-r ^ ^'^Z— 5 -*;i/4?>^(^Sls^J 1 6 2). 

1 _.^^n^3f..>;i^_ 2 - {4 - [ 3 - (4 3 -^>7^r:.;V:r=^r$/) 
•7xy :7x^;i/} ^>^/-r 5 (^WJ 16 3). 

1 -_^^pys^i/;i/- 2 - {4- [3- 
y^^^^i/l y :t.=:.)]/} ^>v^-r 5-*;v5t^>^ (^JS^^y i 6 4) > 

2_{4-[{(2S)-l -'^Vi?;!/- 2 -t:n y ;>< h^S^] 7x 

2 - {4- [3-^OD-6 - (4 -p<5^;V^:^7xr^;i/) ^>i^;i/:^=^ri^] 
16 6). 

2_ {4- [3_>j7pD-6 - (4 -p<^>:^;i/5t^-;V7x— ;i/) 
1 6 7 ) . 

2 - {4- [3-^on-6 - (2-^ct-;i/) 7xr:;i/} 
- \-ly!PVi^^i/)\y^y^J-( K y^J—)\y- 5 {UMm 16 8). 

2 - {4- [3-^7DD-6 - (3-^DD7x-;i/) 7x 

9) . 
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2 - {4- [3-^J7nD-6 - ( 3 -tf U y s^-jv} 

- 1 -S/i^D^^i';i/-^>^7-f 5 -3?j;v3j^>^ mmmi 7 0). 

2- {4- [3-^DD-6- (4 -yjV:tti-7 ^ 
7 1) . 

2- [4- {4-^>i^)l:^^->y ^t^) - 3 -7;i/:ta -1 

2- [4- ( 2 -yn^- 5 -i^Dn^>e^;v:r^i') -l-i^l7 
D^^i^;i/^>\/-f 3.i$^v^-;i/- 5 (^JfE«?!l 17 3). 

2- {4- [3-^Dn-6- (4-^J7PP73i— ;i/) ^>i^)\/:t^t^^ -2 

^ (^»J 1 7 4) s 

2-{4-[2-{(l 4 - If^U ^ h^S^} 7 ^^^^s/] 

17 5). 

2- {4- [3- { ( 1 -7'-feg^;i'-4-l^^U i^;i/) p< h=3f.i/} 73iy^->] 
17 6). 

1 2 - {4 - [3 - (2-rP b-::i;i/^^i/) Jpi/] 

^>y-r 5.^1/— 5 -*;i/4^>^ (^WJ 17 7). 
1 _2^^p^dfS/;V- 2 - {4- [3- (3-trUS^JW7< h=^i^) 
7r<i-;i/} ^^V-f ^^r^>^->>v- 5 (HWJ 17 8). 

2- (4-v'<>e;;i/;r=3s^5^- 2 h^i^^i— ;i/) - 1 -i/^ P'N:^ri/;i'^ 
5 5_:;E7;i/5jf>^ (HJE^^Jl 7 9). 

2_ [4- (2->^p^-5-^ h^i/'^>i>;i/:!j-^i/) y - 1 - s^ 
i;7P^35^sy;P'^>^/'f ^ y^/— ;v- 5 -?!3;b>t^>^ (^SE^J i 8 o) . 
2- [4- i^jVTTs^iyt^y :^~)]^^ h^i^) y aL=.)v2 - l -i^^J' p^=^s^ 
^iS^\/—;i/- 5 -*;V'5}?>^ (^WJ18 1) . 

2- {4- [2- (4-;i7PP7 3ir:;v) - 5 - =■ V u^>t^J]/:t^i/l y x. 
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2) . 

2- {4- [3 -T-lzf-;!/?'^ - 6 - (4 -^PP7ai— 
mmiB3) . 

2- {4- [2- (4 - - 5 -^Dn^ys^;i/5}-:3p2/'] 

1 8 4) > 

2-{4-[{(2S)-l -^^s;;!/::^^^^*;^}^— 2 -tfD U S^— M 

^ mmm i s 5 > . 

2_ {2-^nD-4 - [2 - (4-h U 7;i/:2|-Dp< 
(lim^aj 1 8 6 ) s 

1 _,>^p/\i^ 2 - {4- [3 - (2-t^U5^;i'P« h^S^) 7ai>'^S/] 

7 3iri;v} ^>\;-f 5 (HSIgl^iJ 1 8 7) s 

2- {4- [2- {A -i7 uuy OL =.)]/) - 5 -7;i/^o^>^;w:t^->] 7 

8 8) ^ 

2- {4- [3 -:*»;v^*=^ri^- 6 - ( 4 - P n 7 :c 
73ir:;v} - 1 -^^p^:¥i-;i/^>v^-r ^ ^y-^i'- 5 (^J|g««J 

1 8 9) > 

2- {4- [3-3b;i//^^-<;i/- 6 - (4-^'PP7 3i:^;V) 
19 0). 

1 _.>^p^^.>;i,- 2 - {4- [2- (i?^5^;V':t?;i/^^^-r;wp< h^i') :7 
xy^->] y 3L =.)]/} ^y^J^ 5 imMmi 9 1). 

1 _;j^^n^3fL^;V_ 2 - {4- [2- (l^^U i^y' h=^i^) 7 

^ 5 -*;i/:*?>m (^WJi 9 2) s 
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2-{4-[{(2S)-l -^>-iz>;^;i/Ji^-;i/- 2 -i^n ^ h 

rn^il 1 9 3 ) ^ 

2 - {4 - [ { (2S) -1 -^>^J^}V- 2 -tfP U i?— ;P} p< V^i^l 7 
9 4) . 

2- {4- [2- (4 -*?;w^^-r;^:7i— - 5 -i^ 

19 5). 

2- {4- [3- (i^p<^;i/;b;WN*^-<;i/p< h=spi^) 7 
niy^S/] 7ai-;i/} ^>^>^-f 5 - tijv^^ym. imMMi 9 6) . 

1 p^jf. 2 - {4- [3- (t!^U h^i^) :7 

^^V^-f ^<5^^/-;l/- 5 -:^3;i/4^>^ (*Jte«»J 1 9 7) > 

1 _>>^n^ds^$/;i/- 2 - {4- [3- { ( 1 -><^>;^;i/5^— 4-if^ 
Ui^;v) h=^^} 7 31^^$/] 7 ^>^^-f 5 

^ (^JSMl 9 8) s 

1 _o^^pys^i/;v- 2 - {4 - C {2 - pt^^;!/- 5 - ( 4 - D D 7 

m mmm 1 9 9 ) ^ 

2- {4- [3- (3 o D'^>i^;i/:t^->) 7aiy':aeS^] y'nizi;!/} -1 

2 - {4- [3 - {4-i^T^u^>i^J]/:t^t/) ^ai^^re^] y 3l=.J\/} -1 

~S/>>D^dp5>;i/-^>\/-i' ^^5^V-;i/-5-*;i/7}f>^ (IIWJ2 o i) . 

1 2 - {4- [3- (4 -7;V:^D^>i^;V:t=^ri/) 7^1 
yie>>] y:xL-)v} ^^y^ 5 (^Jte^^iJ 2 o 2 ) . 

1 -e/^D-Nd{^ix;i/- 2 - {4 - C { (2 S) - 1- (4--hD7 3:-;i/) 

m {mmm2 o 3 ) > 

1 _.>^p^d{Ls^;i,_ 2 - {4 - [ { (2 S) - 1 2 -trn Ui^ 
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mm2 0 4) . 

2-{4-[{(2S)-l - (4 -T-fz^JVT 5. y 7 jL-j],) - 2 - fcTD U 

iujvn-^^m mmm 2 0 5 ) . 

2- {4- [ {5- (4-^Dn7ir:;i/) -2-^^^]y-4-^T^J^))\/} 

m (HJS^^a 2 0 6 ) ^ 

2- {4- [tr;:^ (3 -7;i/;;^-p>'x-;i/) h^i^] 7 - 
D'\^5^;V^>'\;'f 5 (^JSfi?!l2 0 7) s 

1 D^^i/;i/- 2 - {4- [2- ( 4 -:^nD7x:::i;V) 

8) . 

l-iy/7U^^i^j]y-2- {4- [3- (4-7^ h^t KDti^-;i/:^:Spi/) 
>'x>'iir^>] :7x-;i/} ^i-i/^' ^^v)^-;i/-5-*;i'5j^>^ (IIJ(6«f!I2 0 9). 

1 _.>^p^dp^;i,_ 2 - {4- [3- (4 - h U 7;V';rDp«^;i/'^>S^;i':^ 

1 0) s 

1- ty^ti^^i^Jl- 2 - {4- [3- { ( l-p<^;i/-4-l^^U2^;i/) ^ 

2 11). 

2 - {4- [3 - (4-t e r t -y^5^;i/^>i^;i/:?J-^->) ^xy'^^rS/] 7 x 

- 1 -->^7P^dt.i/;b^>>/^ 5 5 _;;t,;V7}?>^ (^M^J2 1 

2) . 

2- {4- [3- ( 2 pp'^>i^;i/7i-:3ei/) :7x>'dr5^] ;w} -1 
-^>^p^^^y;i/^>y-i' ^ ^^'i/— 5 -*;i/:^v">^ (^i1g^J2 13) . 

l-i//7U^^i/Jl-2- {4- [3- (3-tfUi^;i/) 73i>'=^e/] 731- 

KV'J-)^- 5 (IIWJ2 14). 

2 - {4 - [3 - (4 -:{^PD7xr:;v) 7xy^i/] y :xl-)V} 
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t-i/^u^^i/)l- 2- {4- [3- (4-7^ hJpS/7 3iri;v) ^ai^'^Jpi/] 
7 ^>y>f * 5 -3f7;V5}?>^ immmz 1 6) > 

1 _.>^p^^.>;^_ 2 - {4- [ {4- (4-;><^>:^;i/5jx-;v7i^;i/) 
-2-^^;i/- 5-^r\/u;v} ^ h^-i^l ^vv^'T ^^y— ;v-5 

2- {4 - [ {4 - (4-^5'DP7xr:;i/) - 2 5 -^iJ'V^ U 
(IISteM2 1 8) s 

2 - {4 - [1- (4 -^DP^>i^;i/) - 3 - tf^u 71— 
_ 1 ->>/^ D^:3^^i/;i/^>y-< 5. ;v- 5 -5b;i/:it>^ (^SI6«^J2 1 9 ) s 

1 _cy^p^^>>;i,- 2 - {4- [3- { (2-^^)]y- ^ 

h:3^^>} 7 31^:^^/] ^V'j-jv- 5-ijjv7f^>m immm 

2 2 0) s 

l_.>^D-sdee/;i/-2- {4- [3- { (2, 4-i^^^;V-5-^T\/U 

mm22 1) . 

1 2 - {4- [3- (3, 5 -i^^^DU^i-;!/) 

^^>] 7 ^ ■^'J—JV- 5 (^i®««J 2 2 2 ) ^ 

2_ {4 - [1- (4 D p^>i^;i/) - 4 -i^^U 7 3i^;v} 
- 1 -i/^^P^^$/;i'^>^/-< ^ ^y— ;w- 5 (^SI50!12 2 3) > 

2_ {4- [3- (4 -^PP^>t^;V:t^i^) tf^U^^v'] 7 3in;i/} -1 
-$/-^D^dpi/;i/^>\/-f ^^5^\/-;^-5-*;VJl^>m (^SIi^J2 2 4) x 

2- {4- [4-*;v>'"^^-r;v- 2 - (4-:J'pp7:ii-;i/) ^^i^;!/:^:^^^] 

2 2 5) s 

2_ {4_ [4- {4-'!7\JXi^>i?j]/:t^t') tf^US^/] 73iri;i/} -1 
--:^/^J'D^^S^;i/^>y'f ^ 5 (^Jg0!l2 2 6) s 

2_ {4 - [3 - { (2-^PP-4-t!';S^;i/) ^ h=¥->} 7 3:y=¥i^3 7 
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x-;i/} - i~i/^u^^-y)]/^>'^J^ ^y^J-ji-S -i})]/:>i's>m {mMm2 
2 7) ^ 

2 - {4 - C { (2S) -1- (4-^^p<5^;i/*;w^^'f;w7x-;v) -2- 

- 5 (im^J2 2 8). 

2- {4- [2- (4 -^dd:7 3i-;i/) - 5 h :3p5/5!3;i/7j^:^;i/^>y;i/ 

immm 229). 

1 - i/^p^^->;i/- 2 - [4- (3 - h u 7;l/3^Dp<9^;^7 3ly'=3^i/) 7x 
^>y-r 5 -*;i/5}?>'^ (^JIBfi»l2 3 0) > 

1 ^^df.^>;^_ 2 - {4- [ {4- ( 4 -i^^^;V'*;i/>'^^-f ;v7 

-5-5!7;i/^*>^ (ilSte^?!l2 3 1) . 

2- {4- [2- (4 -^nD7 3iri;i/) - 5 -5^^ 

m (IISIfi«?iJ2 3 2) s 

2 - {4 - [{4 - (4-^'DD7xr:;i/) - 2 5 -If U ^S?— 

^ j^iiig mmm2 33) . 

2_{4-[{2-( 4 - ^o D7 x-;i/) - 3 - If U h^i^l y x 

2- {4 - [ {3 - (4-^'DD7x-;v) -2 - trU-^;i/} ^ 7 x 

5) s 

2- {4- [2- (3 -^np:7ai-;i/) - 4 ^ ^ - 1 , 3, 5- 
h UTi^^- 6 7x-;i/} - i -i/^p^^$/;i/'^>\/'f ^ 
5 h U 7;i/;^PS^^m (IIJiB^J2 3 6) s 

2- {4- [2- {A-^uuy -4- (5-7^h^yU;V) '^V-:^ 
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m mmm 237). 

2- [4- (4-^>i^;v;t=3ps/- 6 -tru 7 -1 

1 -sy^D^^i^;!/- 2 - {4 - [4 - (4-1^'; s^;!/^ h^5>) - 6 - iry 

9) . 

2- {4- [4- (3 -tJ^po^x^;)^) - 6 -1:^ u ^ 5^-;^;^=^^^] 

1 -i/^n^ie^>;p/>!;>\;^' 5 -3!3;VJi?>^(SI*fBfi?>J2 4 0)^ 

2- {4- [2- (4 -<^DD7ai^;i/) - 5 h=^r2^'^>i^;i/:r=^r^] 7 

(I^Sl6«?iJ2 4 1) s 

2 - {4 - [2 - (4 - iJ' Dn:7x:=:;V) - 5 - ^ h:^ri/^>i^;V^=^i'] 7 
JIB«?>J 2 4 2 ) . 

2- {4- [3- (4 -^nP7x-;i/) tru S^V- 2 -'l';i/p< h^i/] y x. 

;v (^»J 2 4 3). 

2 _ [4 - ( 2 -:rp^- 5 - t e r t - h ^->:tj;V4^— >'^'^>i^>'V:^^i^) 
731— - 1 -i/^57p^^i.;i/^>\/^ ^ ^V— ;v- 5 -*;i/5}^>mp^ 

(^]il«?!l2 4 4) . 
2- {4- [5-t er t->^h^5/?b;V5t?-;i'-2- ( 4 - P P 7 

;p5t^>^^^;i/j^:^7^;i/ (^»J2 4 5) ^ 

2- {4- [ 5 2 - (4 -;^PP7ai-;U) ^>^;U:2l-^->] 

7x:^;v} - 1 - -^7 tn ^^^y ^ ^ ^^7— 5 - 
(^Jte^J 2 4 6). 

2- {4- [2- (4 -^^PP7x:z;i/) - 5 

rt^e^] 7x-;i/} - 1 -i/e7p^:3iri/;u^>v^'i' 5 
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p<5=-;i/:i^:^7^;v {mMm2 4 7) s 
2- {4- [2- {4-'i7uv2y - 5 -;><^;v*;w^^-f 

mmm immm2 4 s) ^ 

2 - {4 - [3 - (tert -y^)V7,}\^y )V) - 6- (4-^PP7 

-5-:«j;i/j^">^ mmm2 4 9) ^ 

2- {4- [2- {A-ifuuy JL—}^) - 5 -^;V7T^-f ;v^>$^;v;r=¥ 
';:7;i/;^-n|^M (IIJIE«»J2 5 0). 

^^V-;^- 5 jg^ig (||l|^J2 5 1). 

2- [2- (2 -tf7ai- ij;V:t^i^/5^;i/) - 5 -5^cc-;v] -l-i/^^P 

'Nd^i/;i/^y\;-r 5 -;f7;i'>}^>'^ (^Jte««l2 5 2) . 

2- [2- ( 2 - t:7 xr^U;i/:^^i^^5^;^) -5-7U;i/] -l-i/^P'v 

^^^J—)\/- 5 (IIJS^J2 5 3) s 

1 p^dp 2 - {4- C {4- {4 - y )\/->iruy =.)]/) -2-t 
KP^s/^5^;i'- 5 -^T^j^}}v} ^ v^^y'l ya^-jvy ^ 

1 _.>^nys3p.>;V- 2 - {4- [ {4- {4 -tl)\^yf-^->y :r. - 2- 

r^>m mmm. (mmm2 55). 

1- i/^u^^i/J]/- 2- {2-y)]/:tU- 4 - [4 -7;i/;tP- 2 - (3- 

(^»J 2 5 6 ) s 

2- {4- [2- (4-^^PP7xn;v) - 5 - p< h :7 

- 1 -i/^^ p^dp$/;i/^>\/-r ^ ^j^*^/— 5 (^JiB^J2 

5 7) s 

2- {4- [2- (4-i!7PD7 3i-;i/) - 5 bdpi/^>>:;;i/:t^$^] 7 
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5 8) s 

1 - i^^p^^i^;v- 2 - {4- [3 -i^^^;i/*;w^^'r;^- 5 - (4-i^ 
';5^;i/p< h=^s/) 7 3iy3r>>] y'l-;!/} '^^y-r ^ 5 

n^^^ (ll»J2 5 9) s 

1 p^if^cy;!,- 2 - {4- [3 5 - ( 4 - u h 

(mmm2 e o) s 

2- {4- [2- (4 -:J7pp7ir:;V) - 5 - 7< b =^ri^'^> S^;^:^:^!^^^] 7 

6 1) s 

2 - {4 - [ 3 -:iJ;l/>'^'^'1';^- 6 - i4-^vuy 

immm 2 e 2 ) ^ 

2 - {4 - [ {2 - (4 -;!3;i/5j^^s/7x^;i/) -3-t:';y;i/} p« v^i^l 

2 6 3) s 



2 - {4 - [2 - (4-^DP 7 - 5 - ^ h dri/^>S^;V5j-^ri^] :7 



;i/4^>'^ (^1I«?!I2 6 4) s 

2- {4- [2- (4 -^J'np^i— ;w) - 5 -i^^^;V*;i/>''^^'f -'I^^^'i^ 

m imtm immm 2 e 5 ) s 

1 2 - {4- [ 3 -J^^^;i/*;V>'^^^-'V- 6 - (4-h 

5 J^^ii (^J!6^J 2 6 6 ). 

2- {4- [ 3 -i^pi^;^:^3>'V^^''e-r 6 - (4-p< 
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2 - {4 - [2 - (4-^PP73ir:;u) - 5 -7<5^;u*;U>'^^-<;i/'^>i^;i/ 



2- {4- [2- {4--!7Uuy JL-)]/) - 5 -i?^5^;i/*;i/>'^^-f 

2- {4- [3 -*;i/>'^^'f ;v- 6 - (4-^J7nP7xri;v) ^>i^;i/2}-:3F-i^] 

'!f^>m mmm. mmm 270). 

2- {4- [3 -i^p<^;v*;i/>'^^^;^- 6 - ( 4 ^ v:^^^^— i— 
^yi^)V^^->2 :7i— - i -i/^ P^^5/;^'^>^/'f ^ ^J''^/— -'V- 5 

(lliS^?iJ2 7 1 ) ^ 

2- {4- [3 6 - (3-i^Ui^;^) '^^s^;!/;;*-^ 
y =.)]/} - 1 -i/^p^^i/;v^>y-r 5 — 

(HSiS^iJ 2 7 2). 

2- {4- [3 6 - ( 4 -i^;»<^;v*;i/>'^^'f 

-s-*;^^^^^ (^«I«?1J2 7 3) s 

2- {4- [2- (4-^nP7xn;i/) -5-^ h :7 
_ 1 _ (1 _;^dev - 4 -7^ h^U h'pg=-:^t!^ri;v) ^>V>r ^ 

5 -*;i/jJ^>^ (^mfJ2 7 4) s 
2- {4- [2- (4-i^PP7x— - 5 h^i/^>i^;V:^=^S^] 7 
_ 1 _ (1 , 1 -5;;r=¥V-4-5^ h^t l«p^:ti^^-;i/) ^>v^-r 

^ ^5^\/-;i/- 5 -tDi^yf^ym immm 2 7 5 ) s 

2- {4- [2- i4-i7UX2y a^-)],) - 5 - ^ - 

v-jv- 5 ~tij]^^^>m immm2 7 6). 



2- {4- [2- (4 -^PP7i:^;i/) - 5 h^^/^Vi^^I/^t^i^] - 

2-yj]/:tt3yji=.jl} -1- ( 1 V - 4 -7^ h ^ t h* P^;*-t:^-;i/) 
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^y^J^ ^-y^J-jv- 5 -tuv^^ym imMm2 7 7) ^ 

2- {4- [2- (4-!^PD7x-;i/) - 5 - p< h - 
2-yj]y:tuy3L^Jl} -1- (1, l-$^2|-:arV-4-7^ b^fc h*P^:?M^^ 

^>'J^ 5 (^Jte0iJ2 7 8) s 

2- {4- [2- (4-^DD7x-;i/) - 5 -5^^g^;i';^;V7T^-r;v'^> 

>Wi mMi^ {mMm2 7 9) s 

2 - {4 - [2- (4 -^PP^i— - 5 -;><^S^ 

:3f->] ;v} - 1 -i/^ p^:3p->;i/^>y'f ^ 3^^/— ;v- 5 

i^^je (^ste^aj 2 8 0 ) ^ 

2- {4- C 5 2 - (4-^PP7ir:;i/) ^>-^;i/::r=¥i'] 
-2-:7;i/;?}-P7ai-;i/} - 1 - fy^^ P^dri/;i/^>\/-r 5-*;i/ 

jtg^^ (^M^?'J2 8 1) ^ 

2 - {4 - [2- (4 -^pp:7a:-;i/) - 5 -i^p<5^;i/:P^ ^ ^^i^^V;')-^^ 
i/] y - 1 -i/^ P'\:aej/;i/^>\/-f ^ y^/— ;v- 5 — 

i®^:^ (I^Jf6««J 2 8 2). 

2- {4- [2- (4-^'PP7i-;i') - 5 -y<^>y.J^/^=-))/7'^>'^> 

>^ w^M imMm2 8 3). 

2- {4- C2- (4 -^PP7 3i^;U) - 5 -S^:n^;i/pfj;i/M^>f 
-5-*;i/>K>^ S^M(ll»J2 8 4)s 

2_ {4 - [2 - (4 -^^pp7 3i— ;v) - 5 --r VT'P i^;v*;i/>'^^-f 

2- {4- [2- (4 -i^pD7x-;i/) - 5 -tr^U5^-^*;i/'J^->>i'^>5^ 

-2 -7;i/5i-P7xr::;i/} - 1 -5/^P^=3pi/;v^>V^>r 
-5-?!7;i/'}^>^ i^mig (II5IB^?!I 2 8 6 ) . 

2_ {4- [2- (4 -^PP7x::^;i/) -5 - ( 1 - l:^ P U J?^;i/) 
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2- {4- [2- (4 -^aP73i— -5- ( 2 - 1 1« n :^r2/ A 

5 ->b;i/^>^ 2 8 8). 

2- {4- [2- (4 -^^op:7in;i/) - 5 - (4 - 1 h*P^i/tr^'J i^y ) 

- 2 -7;i/;tP 7 - 1 -i/^P^^i/;V^ 

5 ^vr-;i/- 5-*;i/7j^>^ ffl^tg (^J!B^J2 8 9) > 
2- {4- [2- {^A-^uuy ji=^))/) - b J ti)\yif-=-)^y^>V 

;i/:t=api/] - 2 -7;1/:j1-P 7 xri;i/} - 1 - i^i? P^:Sr5/;V^>y-f ^ -'l^ 
- 5 -5!3;i/5}^>^ (^Ste^J2 9 0) . 

2 - {4_ [2 - (4 -^pp7ji-;i/) - 5 U y ;?7;i/:^^— 

5-*;i/>}^>^ J^^m (IIWJ2 9 1) . 
2- {4- [3- (*;i/5j^^i/p<^;i/*;^>'^^^;v) -6- (4-^pp73i 
— - 2 -7;V;tP 7 ai^M - 1 -5/^ P^=3pt';i/^>\/ 

^ ? >5fy_;i,_ 5 -A;V:^>^ J^^^ (^»J 2 9 2 ) x 

2_ {4- [2- {4- ( 2 73:ri;v} -B-^'PP^ 

5i?>^ {mMm2 9 3). 

2 - {4 - [3-^PP-6 - (4-t h*P^$/p<^;V7i— ;i/) ^>i?;i/:t 

mmi^ imMm2 94). 

2_ {4- [3_^nP-6 - (4-^ h ^apS/^ ^;V7 ai::::;!/) 

immm2 95). 

2- {4- [2- ( 3 -*;p5l^^e^7 ^1-;^) - 5 -^pp^>i^>>V2}-de>>] 

2 9 6). 
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2- {4- [2- (4 -^^DD7x-;i') - 5 

2 9 7) s 

2- {4- [2- (4-^DD7x-;v) - 5 -p<^;i';^;i/7-f 

immm 2 9 s ) ^ 

2- {4- [2- (4 -^pp7x^;i/) - 5 -i^iT^y 7x 
Jte^ 2 9 9 ) s 

2- {4- [tr;;^ (3-\^Vi^)\y) ^ h^i^l - 2 - D 7 x^;v} -1 

-i/'^u^^^^)]y^y^j^ 5-ij)i'-!r^>m (^»j3oo) ^ 

2- {4- [tfjx (4 -i^p<g^;v*;i/^^^'f xr:;i/) p( b:^^/] -2-y 

js^y 3 0 1 ) . 

2- {4- [2-^J:-;i/-3-^:i:-;i/>< h=^i^] - 2 - 7 )Vy^U y 3l=.)1} 
JE«?!! 3 0 2 ) s 

2- {4- [2- (4 -^'DD :7 3i::^;i/) -5 - (i^^ ^;i/*;w?^ >r 

2- {4- [2- (4 -^np:7 3i:^;i/) -5 - (i^^5^;i/*;w^^-f 

2- {4- [5-*;i/Jj^^>>-2- (4-^PP7x-;i/) ^^S^;!/:^:^^^] 
-2-:7p;?1-p:7 - 1 -i/^p^^i/;!/^^^-^ ^ ;v- 5 

yr^>m (mmms o s) . 

2- {4- [2- (4 -*;b5}^=^>>>'xn;i/) -5-p< h 

3 0 6) > 
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2- {4- [2- (4 -*;WN*^'i';i/7i— - 5- 

-ti)v-!f^>m immms o 7) s 

2- {4- C5-T^y-2- (4-^Pp:7 3i::^;1/) 
8) . 

2 - {4 - [5 - (4 - ^ PP - 2 - ^ h =3ri''^>i^;i/:^;i/7 ^ - 

mmm 3 o 9 > ^ 

2- {4 - [5- (4-^PP73i::::;V) -2-p< h :3e>>^>i?;i/;^;v;}^-;i/] 
(lim^J 3 10). 

2 - {4 - [2 - (4-^PP 37 :cr:.;i/) - 5 - ^ h :3ri/^>i^;i/5^::^] 7x 
Jl6fi«J3 11). 

2- {4- [tr:;;^ ( 4 7 -;i/) p< h=af-e/] -2-7;i/:^P7i 
2) . 

2 _ [4 - 3,-;!,- 3 - t: U i^;!/p< h^ty) - 2 - 7;V:^P 7 - 
1 _;!;^^n^^S/;i/^>y-f ^ 5 >^ (^5iB^J3 13). 

2- {4- [2- (4-^!7DP7a:^;i/) - 5- ^;i/*;v/^^:-f ;v) 

- 2 -7;i/:;rP7 - 1 -i/^^ P^:3E^^;V'^>^/'f ^ ^^^/-- 

;l/- 5 (^SS^J3 14) . 

2 - {4- [5-^PP-2 - (4-tfUi^;V) ^>i^;i/:z|-=5f-i'] -2-7;V 

M («^J3 15). 

2- {4- [2- (4-^pp>'3i^;i/) - 5- (^>i^;^*;^>'^•^■1';^) 
5-*;v5J^>^ J^i^i^ (^WJ3 16). 
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2- {4- [2- (4-^DP73i-;W) -5- {^^ti^^i/)]/?^^J]/ij}V 

2- {4-- [2- i4-i7vuy :>^=.)v) - 5- (4-b^ 

2- {4- [2- (4-:i7DP7x^;i/) -5- (N-^>s^;i/-N-p<^;v 

2- {4- [2- (4-^DD7xn;V) -5-^ h ^S/^>i^;i/:^=3E^^'] 7 

(IISIi«?iJ 5 0 1 ) s 

2_ {4 - [2 - (4-^DD 7 31 - 5 - ^ h^->^>V)l^^ty1 y 
0 2 .) ^ 

2- (4-^>S^;i/:t^i/7 3i:::;V) - 1 -i^^ U^>^)V- lE-^ > Y — 
;V-5-*;V5}^>^ (^Slg0!|5 0 3) > 

2- (4 -^>i^;i/:t^i^:7 31 - 3 -^^ D^=¥S/;v>f ^ Ci, 2 

2_ (4 3ir:;v) - 3 - n'v^^es^;^^ ^ [1,2 

-a] l^Ut?>-7-?!3;i/5i^>^ (ll»J6 0 2). JSlXJ^ 

2- {4 - [2 - (4-:57DD7 3i:z;v) - 5 - p< h 37 
-3_i/>^n-\^i/;i/-3H--Y ^i/V^ [4, 5-b] VfUi^>-6- 

*;i'5p>^ (^JSH^JTO 1) 7t)>^^si¥cfc D^^tis— [I] -c-^^tia«i 

(32) (14) 7bm (31) cDV>-m5b^i3|3ffi©SS'&SS<b-&i^3i{iM^±l^^ 

(33) (1)75^(31) CDV^■rtlib^lCH3«8©»e^a^b-&^XM^±l^^^ 
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(34) ( 1 ) ( 3 1 ) (D\^-rM^mm(Dm^mit^mxiiimm±^^^ 

(3 5) ( 1 4 ) 75M ( 3 1 ) ® V>-rti*^H|B«4®^^?g^b^t)5Z.(»^±fF^ 

(36) mmm.(D±M^-^^ 1 1 ] X'm^n^m^mih-^>^:^i±mM±m^^in 
(3 7) *!isi«cD±fB-jiS5S: [I] 'Qm.^n^m^m<\j^m:^Uimm±^^^ti 
(3 8) cmwt0i^mmmn^^^-r^tzib<D±m-'m^ [i] -c^^tbssg-^ 

(4 1) ±fB-J8a^ C I ] T-^^n^^S^^-fb-^tlXlil^^ifF^^tiS^OMs 

(4 2) (4 0) iBfScDg^MtJs St>-®gM^tl* C^ffPii^©t&5^ffl^lc: 
^ffi-rsci:*s-r*^'5> ^feti^fflT^^T-fe'Sci J:<&tBttl/fc^g^m^tJt: 

(43) (41) fBife® Kmmmi^s Mv^mmnmrn'^ * c Mjfp^t jj^ u 
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>^5^;^as sec- y^Jl^&. t e r t - ^>'^JV&^ ^ V^V^^l/ 

{A. R^. R'''\ R'^ R''"^ R'^^'s ^'^K R'"'2i:l;fR'''^c:^JV^■r p< ^ 
;^S-t$)t)^ R"s R^s ^;i/-rB:RtJ«e/;i/— rC{c:j3V>Tp<^;i/»X«±t e r 
t - :/^;v«-t?feSo 
r7NP-i7'><bCi-6T;i/:3p;i/*j ±IB^^© rci-6r;v=^;i/Sj *s±fB 

r^D^^^;i/^. ifux2^^}vm. i, 2 -i?^pp^^;w^s 2, 2- 
i;^ppp<^;v^s 2, 2, 2 - h u 7;i':tP ^tiSo 

:c5^L/>, NU^^U>N 5^h^/9^U>N ^^^S'^^V^'s 

75M4cDililx{±^teti©T;i/df;i/^-^$)-g)T;i/n:3ri/^-C*^§o :^^e<]K:{±^ 
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(Z)r;i/:^r;vM*5j^^^ 1 75^4 ©tttIxtt^lld^iI®T;^:^;l/»7?fe^T;^3:3f• 
^3!3;^;}^-r:;l/ft-r»^>^o / h^s/*;b4^-;i/Ss 31 ^:3{.s/:^3;l/^- 
^ V :?'^;i/5j-^e^;tj;i/ji?-;i/Ss t e r t -y^JV:^^^/^!)^^^'^:^ 

-efeS7;i/^;i/-T^y»^b<tti^T;i^=^;v-:?'^>'*t?«'t)> iff* 
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rci-6T;i/*^^;i/T^y»j tits ■?oT;i'*^'f ;i/|35te*s±fB^il£D rc 
rci-6T;i/=3r;i/^;v'i^-;i'aj Jitts ^(OT)\/^}\/%m^±M%^(o rci-6 

\mi^ity ±y^)]/^s T>hu;i/»s tXu-;vSx 

rcz-si^^i3Tj\y^)v&j tit. mm^sTbmsm. u^viitsnMimo 

^As ^A' s mBRXfMB' fci5V^tJ^(c:$f^b<{*s >> ^ n/s#^>;v^-r* 

& ^ o 

rc3-8S<'i^D:p;i/-ir^;i/Sj tit. ^mm^Timsm. $f^b<{±5BM7^ 
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U 1 , 3 , 5 - h u d u;vSx 

u ^ u ^I'^x 1 , 2 , 4 - h u T^/ u ;i/as b ^ u ;vas 

5, 6, 7, 8-7^ h^b KPd^y 'J^v^x -r>Fu;vSs ^> 
y tr p u ^ \; ^ ^ ^^J u ;i/as i , 2 , 4 - b u 
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if^yu;i/«s xy^)^)y\ym. 1,2, 4- h UT\/>;;i/as ^^h^v^ 
rc6-14T«;— ;i/C1-6t;i/^;vSj iifis ^©T;i/^;i/^{siib*±l3^^© re 

S-tfet3> M^*:6l3{-{is 7 xT>^;^^^ 3-7 31— ;i/ rati ;i/S> 

2 -:7 ai^;vrn 4 -:7 ai-;^^^^^;!/*^*^^^^ e>n-So 

ci-67';i'^;i/^>£i*s_hi3^^cD rc6-i4T'J-;vci-6T;v^;i/Sj r 

:t ^ * - 3?)*^ t:f 5) ti S o 

rgm^ti-c* J;v>ci-6T;v=¥;i/aj i:{*s ±13^^© rci-6r;v^;i/^j x 
$f * b < 1 72rS4 0!tmX{±^9-ll^^®:?'>'l^=^>'^»** i^s3<a®stfea 

rci-6r;i/:3p;w:p^ **e)M{itiSo rg^^tiT*) J;v^Cl-6r;^ 
^;vSj i:bT*f*^fi^i^J±x T'otr^v^s 'YvrDi:f;i/Ss 
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W v s e c t e r t -:r^;i/Ss 

-rv^>^;v*> t e r t ;^3j-^>^;i/a^ i-3^=^)vyu}ij]/ 

R«' ^ R«:RyfR"" lc:fev>"r(ip<^;v»3li*h U7;V:^P;><^;i/*"CfeDs R\ 

R\ R'^ R'^^ R"'\ R^=»:Rt>•R'''{C^5V^T{*^^;^^-e^ t)^ R"':atJfR»"fc 

^;i/ax{±2 t)s R^lc:43V^T^i^^;l/»x{±* 

-rvrnt!;!/*. 'fv:7'^;^a^ t e r t - -fv^> 

R''lnc:^3V^-c^i^^;^^X{*4 -t KD:¥i/:/^;v»T- 
R'"fc*5V'>-ctt;^^;i/»> :c^;i/K, V7*D tr;i/». zr^}]/^^ 2-1: 
b'D^^'a^^;i/a> 4- 1 h'P=3ps/:^5^;i/Ss h=3E^s/*;i/5}^-;i/p< 2 
- (3: b^e/5b;i/^— x^;i/»xti2 ^ y3i^;i/a'^fet)N R' 

p<5^;vax t KP^5/p<5^;i/*> 2 -b h*P^i/j^^;v»s s-tFP^i^T'D 
if;i/«x X{i*;i/4^:^rS/^5^;i'*-efe R^22;5^t>*R'^='t;::}3V>-c(ip<^;i/Ss 
^;i/*-e$>D. R''='«^c:^5l^T^±^5^;l/aX{At e r t -7^^;i'S'r-$> t)s R-^^s 
t5R'*''K::j3V^TJAp<5^;W*N :i^^;i/*s 'rvrPlf;VSx 2 -t h'P#'>J^^;i/ 
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$)t)s R'''''^3:fev^-c{*^g^;^ax^it e r t t»s Zs z' 3§^tjfy 
:rDK::fev^•r^i^5^;^^^ t e r t h u 7;v:4-np<5^;i/*XJi 

rgii^nT* j;v^C2-6T;^'^-;^ttJ hlt^ J^^iSS(2 75M6 6DifiMXB:^iid^ 
1 7>S 3 MogmST-iSm^ tit J; % cdt? ?) . IRiSm© 

Uti^o rg|fe^H-c*) J;vnC2-6t;i/'^-;i/j i: ur;^#:e^{3{i^ hr::i;i/^x r 
a^ 1, 3 2 v^^t'-^wSn 3 -'f w^-fe— ;v*> 

L<tts 2 --r v^>^-;i/»s 3 --f v^:^-fe-;v*x}i4-^^;i'-3-^ 
^gm^tlT^><tv^C2-67;v=^r-;v»J j^^lS 2 7ZfS 6 ©iSmxtt^ii^ 

R'^"{c:*5V^T»* b < }±> 2 -rpb^;i/»-c^^.o 

TtJ^^lz-T'S A> ^ jli^ ti^ 1 5 fli®Si^«T•g^fe^tlT * 0: C6-14T U 
i: «s ±f3^«l0 06-14:7' U l 5 iSOSJfeST-fiJfe^ 
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(0 r^s}p/fyitci-ST)V^)V&j . ±mMm(D r c 1-6t;v* N -(c 

H2)r-C00R^ -(CH2)r-C0NR"R''^ - ( C Hjp- N R"R''^ -(CH^) 
,-NR'''-COR''\ -(CH2)r-NHS02R"s -(CH2)r-0R"s -{CK,), 
-SR^K -(CH2)r-S02R";RtJ^-(CH2)r-S02NR"R''^ (CClT'R''^ZiU^ 
R'-^tt. ^ti^n3*i:b-c> 7X^il^X«±SB^i^® rci-67';i/^;v«j "Cfebs 

^<*:fi<3fe:{i7 x:^;i/«x T>hU;i/ax -T^t^-^pSs tXU- 

PD7x— 3, 5 -s^i?PD7 3i-;v^s 7;i/:tD 7x— 4 
-pt^;i/:7xn;i/a^ 4- 1 e r t 2 - h U 7;i/;rn ^ 
4- h >; 7;i/;rn^^;i/7xr:;i/^^ 4 -— h a 7 x— 4 

4-i!3j]yj<{^^ )\,y 4 -T^ y 7 x-;i/*^ 4 ^;V7' ^ y 7 x 

— 4 -T-fe^^;!/^ ^ y 7 :n n;!/^, 4- (p<5^;i'X;i/5i^— y ) 7x 

4 -p< h=^i^7xr:;i.Sx 3, 4, 5 - h V ^ h ^i^y 4- 

^^;l/^;r7x^;^«^ 4 4-T5^y y.)]y^=- 

;i/7xr:;i/*, 3 h p- 4 h=3[^i^7 x£;I/*^ 4--hP-3-^b=^ 
>> 7 X -;i/^*s^{:f ^ n S o 

izi^y^i^mm^. mmm^. -^p^^ p<^;pax t e r t hu^ 

:R'{*:6<j>&:r^^;i/-7'B *^ P>®«tiS 1 73»M 5 iiOStSlS-CSIII^ tvt % J: C6 
-UTV-)V&j Jlbtitft b<t±> R''^ R''"^itJ?R»^»fc:j3V>TJi7x^;i/S. 
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4-t e r t 3 - n D 7 4 -i'D d 7 ;v 

»\ R»^^ R-^^ R''^''JfctJ«R'"'{Cj3V^T7 3i-;i/*s R'i''lc::j3V^T{*7 

3 -7;i/;tD7 R*'"'l3*5V>T{i7 x 2, 4 -i^^'P d:7 in 

R'^n345V>T{A:7 x-;!/^, 4-^DD7m;i/S. 4 - h U 7;i':tD;^ 
xr:;i/S^ 3, 5 - ^ P P 7 xzi;!/^^ 3 h P - 4 h x 

-;v*X(d:4-- h D- 3 -p< h^i«'7xn;i/», R'^«lc43V^Ttt:7 

{i4-p<^;i/>' x-;i/^T"feSo 

rt7;i/-rD jlf^tiS l 5 McDgmST-Sil^tiT *> J;V^ C6-14T U 

hits ±m^m(D rc6-l4r u-;vSj i75M5M©gm*T'Blfe$ 

iTjv—y'-D tLXMi^mi^its y^MM^^ J^^Jl^^ m^JEiTs ^ho^s 
i/T^Ms rpt:;i/Ss >fvrPt:;vSs tert-::^^ 

h u 7;v::rp>«^;v»s t KP^e/^5^;vSs 2 - fc FP=¥i^3^^;i'Ss 

*;i/7t?-;v*^ (2 -t HP:3e^>3i^;i/) r ^ ^:i3;i/>t^-;vaN (*;V'J^=^S^;i/ 
T^yij)V:!r(-)m. 7Kmm. ^h^i^^s yxi\^)]^^^ 
-f vrptf;v;r=¥-5^»N v^>'^;l/:r=^->«^ 2 ->f v^>7^-;i/3j-:^ 

-rp tr-;i/:;r=^i^^s b FP^ixp<5^;U:t=^S^^s ts 
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r^;i/-:rD iJ^^mUfi^ 1 Tbm 5 ^icDgmaT'gm^ tiT % J:l^ C6-14:p U 
— U-r:^i*:05(c:?*> 7a:::i;i/*, ±y^)V&s 'r>hV))/&. 

TXi/-;i/»^ >';i/;ri/-;v*s 7 1 > h u 3 -7;i/:^p7 a.^^ 

2, 4 -i?;57p I— ;vSs 3, ^ - V^ vuy 4-:/P^73i- 
4 h D7 X— 7;i/;2|-D 7 ai:::i;i/*s 4 - p< ^;i/7 
4 - t e r t -7'^;i/7 x:=:;i/*^ 2 - h U 7;i/:^D p( ^;i/7 xrl;^S^ 4 

- h 7;i/3|-Dp<^;i/7 x::^;!/*^ 4- (fc Kn=3p$^p<^;i/) 7x-;i/^^ 4- 
h^^i^^^;^) 7x^;V«s 4- (2 -:!!3;P5t^=3pi/;i/ji^;i/) 7x-;vS^ 

3 - *;i/5K^i^;i'7 xri;i/^^ 4 -:^7;i/7ff=3riy;i/7x-;i/S^ 4 h :3F$^7x- 

3, 4, 5 - h h^i>7x-;i/as 4 ;i/7 x:z;i/», 

4- ^5^;w^:^7x^;i/&, 4- y 7x-;v^^ 4 
-pt^;i/:^;W5l^— ;V7x:z;v»^ 4 -T-fe^;i/7'^ y 7 x:=.;i/Xs 4-i/Ty7 
xn;!/^^ 4 -T-fe^;i'7x:^;vft. 4 -7' ^ 7 xr^;i/». 4--:?^^;i/T^ 
7 7x^;i/«. 4- y ) 7x— 4-^^;v:^;i/7 
^ -;i/7xr:;i/*, 4 7;^;i/5l^-;i'7 x^;i/^> 3--hP-4-p«h^ 
i/7x-;i/ax{*4 hn- 3 h^i/7xr:;i/»As^{J'e.tiSo 

z:Rt>*z' ^3^v^-c^ ■5^u-;i'Mi:b-r^^b<(*7x^;i/»-f^ t)^ 

-7'Di:bt:«^^b<{i±l3^«® ''^^P^>J^^J N -hP^N ±«B^«© rg 
m^tiT* J;V^Cl-6T;^^;l/»J s -(CHz)t-COOR»^ -(CH2)t-C0 
NR«"R»*\ -(CH2)t-0R'^^ -(CHz)t-NR»"CO-R'^s -(CHj)*- 
S(0),-R'^''X{*-(CH2)t-S02-NHR'^»-CfeSo 

r^;b— rD ?>®{^tLS 1 ;75M 5 mo^WM&'^U^^flX % j:V^ C6-14T U 
— i:bT^#e^{^«^^b< 7x-;i/Ss 3 - 7;P:?f-P 7 xn;i/^, 4 
-y )]/^X2y 3 -^p P7 xr:;i/a^ 4 P p 7 x^;i/^^ 3, 5 

-i;^pp7x^;i/*s 4 -7'P^7xr^;i/»^ 4 h p 7 x^;i/^s 4-p< 
^;i/7x-;i/*s 4-t er t-7'5^;i/7x-;i/^, 2 - h U 7;i/:tD7t^;i/7 
X— 4- h U 7;i/3j-p^5^;i/7xn;uS^ 4- (t. Kp:3pS/p<^;v) 7x 
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7 3 -*;i/j}t^i^;i/-7 4 -*;i'5t?:3pi/;v7 4- 

p( hd|^->7x^;i/^^ 3, 4, 5 - b h=¥i^:7 4 -*;v>'^^-f ;i/ 

7x-;i/^s 4 -^^;v^:t:7 x^;i/S^ 4- 7 

Cl-67';i/^;P*j ^ -(CH2)t-C00R''^ -(CH2)t-C0NR'^'R'^»s - 
(CH2)t-OR''^''X^±-(CH2)t-S(0)q-R'"''■^feD^ 

i^^Jl^^ ^mm^. =-h^&s t e r t - 

tt^^y^li^. ^^M^s t e r t - ^ 

j/T^iSN -hnS> ±IB^«o rci-6T;i/=3p;v»j ^ ±l3^^o r/NoyXb 
Cl-67';v^;i/*j ^ ±I3^#© rci-6T;v:i3y >f n -(CH2)r-C00 
R". -(CH2)r-C0NR"R'>\ -(CH2)r-NR''»R'»\ -( C Hz)^- NR"- C 
OR". -(CH2)r-NHS02R''\ -(CH2)r-0R^ -(CH2)r-SR"s -(C 
Ki),- S 02R";Rt/-( C H2),- S O^NR^R"'' iT'R"St>*R'"'{*. ^ti^ti 

Dtf u>:^>-4 --f ;i/*> 3-i'DDi^Ui^>-4--r;i/SN 4-^nDtrU2^ 
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>-3--()V&. \f^i^-)\>&, 1, 3, 5 

- h u r n y ^ u jim^ ^ ^ u ;v^s l , 2 , 4 - 

hUT\;';;i/*s 2-^j::-;i/«s 3-^x-;i/^, 

;i/-4--f 2, 4->:^p<^;vf^T\;-;i/- 5 ^' v5^7'^/u;vSs 
^ y^/ 'J s^-;vS> ^ u 3 - 1 K d ^^i^ t:^ u ^ 4 - 

b h*ni|r5/lf^«J 3, 4 -i?t: b*P^^>b^U 4-7<h^S^l:i 

'^Ui^y*^ 4 4- (fc HP=^i'-?i^;i/) b^Ui? 

2-?r^Vt"^'J i^y^s 4 -;r=^rVl:f'^U 2, 2, 6, 6-7^ 

h^^^)\y\^^V^yy^&. 2, 2, 6, 6 -7^ h^^^;i/-4 - t h'P^i^lf^ 

Ui^-^^N N-^5^;i/t^^u i^>- 4 --r;v*s n- {t er t -yy^i^-^jv 

Tf^-)]^) tf^yS^>-4 — f;i/*s N-7'-fe^;H:f^U 4 N- 

U > - 4 - 1' 1, 1 -i^:^drV^'':^^;i/5tJU>-4->f;V^s 7^ 

i^>^U-;vSs i-y^^)V-)\^^s 5, 6, 7, 8- 

T-afeDs ^^$:s^i3{i. tryi^;i/as tr^^^r:;!/*, b y ^ t^y^rs^- 
;i/as 1, 3, b - v^)TV:^)\ym. t:py;i/Ss t:^\;y;vs> -r^^\/y;i/ 

1 , 2 , 4 - h y T y U v'l'As 7^ h ^ \/ U 7 y :t 

^•y-^yji/Ss v;r^•t^v^y;^^^ •5^r\/y;i/a> >f v^T^;y;i'»x ^t^^ 
T^J y p y i^=-j\^&^ tr^^ i^— ^^i^'i^ y —)^&^ 
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(D r/ND>f >>fbCl-6T;i/^;i/«j ^ ±f3^«co rci-eT;!/^!?^ . -(C 

H2)r-C00R"s -(CH2)r-C0NR"R''^ -( C Ha)^- OR'"-e$.So 

1- i^>- 4-^ l-bf 

4 -^:t^;i"J^U-;i/S"t?$) t)> R'''"'ic::j3V>-rii7^ b Kui^ 

^-;i/^X{±4-b:KD:3ri^t^^US^^ST-feDs R-^'l^^SV^Tfili^'Je^^* 

xti^Tv^ !3> R^^^^-fiR-^Hcdsv^TJi 1 - 
^i;i;>-4-^;i/^, 3 - t h* Ddp^> trp i; 3 - b K D^i^ t:^ >; 

i^y'^s 4 - 1 h'D^i^t:^'; 3, 4 -S^t h-ndpi/tr^Ui^y^^ 4 

tf^Ui^y'^s 2~yir^V\^^Vi^^Ms 4 2, 2, 
6, 6 -y^ t^^^s 2, 2, 6, 6 -5^ h ^ ^ 4 - fc K 

;i/^u >- 4 --r;v^x(± i , i -i^::t^V5^:t^;i/4^ u >- 4 -^;i/«-^feSo 

r^r;i,- r D ^ tLi) 1 nm 5 iiCDgm*T"gi^^ ^lt J; V^^5^ D liaj 
i:l/T:Rf*:61J 2 - t: U 3-l^US^;i'^s 4 - 1! U 3-7 

;i/:;rn U 4 --r ;i/&s 3 -^^ P P U S^>- 4 — T ;V^n 4-^DDtr 

71 



wo 01/47883 



PCT/JPOO/09181 



Vi?>-3-^ \f^i^=-)\^^s \::vn?-)l^&s 1, 3, 

5- VVTP~)1&. i^nu;^^. t:v^/u;i/»> ^ u 1,2,4 

l^^Ui?;vaN N-;^^;Hf^'; i?>- 4 --f ;i/tts N- (t e r t -:/h=3pi/ 

N-^^;l/:^;^5}^:::;^v^^Ui^>-4-'1';l'«^ t:^^i?-;^s^ ^;v5j^U-;v 
a^ u 5^ h ^ t f p tr^-;i/as -fv^^r^'U;!/ 

*s ^y^+M;;i/*s y^'yV~)\^^^ 

Ui?-;i'*> 5, 6, 7, 8 -5^ t h*p:3py -f>HU;i/»s 
^^^\/u;u«s -r^FU-^i/Ss ^>vr5^a^:z;i/^, 

2 - 1: 'J 3 , 4, 5xtt6^^r^ 3 - tr >; 2 , 4, 5x 

tt6ii^ 4-lf Ui^;V*©2, 3, SXtietfes 2 -^:n;^;v*©3 , 4Xtt5 

p*> ^5^;!/*^ t e r t h u 7;i/;d-pp<5^;i/^> 
#^t?$)S'N7^n:©ST-fe!3> *^*:fi<jfc:Ji. i^'M 
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CD rgigi^ti-C^fo J:l^Cl-6r;i'^;i/«j s -(CH^)*- COOR*^ -(CHa)* 
-CONR'^'R*^»> -(CH2)t-0R'^\ -( C H2)t - NR*"C 0 -R'*^ -(C 
H2)t-S(0)q-R''''X{*-(CH2)t-S02-NHR''^''T*$)So ' 

4-7^ hvt KPtr^::::;i'Ss 3-\^Vi^J)^m^ 2 - V < i^-JVm-. 5- 
5rh^V^U;vSN 2 'J;V*s 4-5^7'^/'J;V»s 5 -^7'\/U;i/*s 2 

r^)U—rcifi^mitti^ 17^M5 j®oa^ST"gm^^^T^fe<J:V^C3-8^'^p 
CD 0\p>if>ii^j , ±13^^® rci-6r;i/^;bSj s ±m^m<D rci-6T;v 

2 -^^;i/S>:i7n^>5^;va^ 3-^5^;i/S^^>p^=SrS^;vS^ 4-^^;i/ 

i/i7p^d|ri/;V^^ 4, 4 D'^^^^^VSs 3, 5-i^^^;VS/^ 
p^^e^;i/»s A-tGrl-y^)\/i/i7X2^^i/)Vms 4 - 1. b*P^5^i^^P 
^^%/)V^s 4-p< b^i^5/^P^=3pi/;u^, 2, 3, 4, 5, 6-^>^7;i/ 
:t P ^ P 'N^Jfi S/;v^;j,s^{f tl o 

y^^tJ^SgC y ' {3*5V>T$?^ b < {is ^> ^ P '^^^^VSs ^/^P^=^S^;V 
4 -7;i/;rPi^^P^^i^>'l'^> 4 -p<^;Ui^^57 p^:^i/;i/a^ 4, 4-i^ 

4-t er t-:75^;Vi/^P^=^5^;VS> 4-tHP 
i|f^j/$/^ Dyx^^;i/^^ 4-^ h:3p>>i/^P'N:^i/;i/S"??ag>t)s 1^te:^?*b<t± 
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T)i^)vmj tit. ±m&m(o rc3-8i^^Dr;p^;vKj i75ig5fli®sm« 

±fB r B ;?)^ & n 5 o 

i/^DrDi^;i/Ss >>^^d:/^;1/»s i/^j7a^>g=-;v^^ >>^a 

4, 4 -5^;^^;Ui^^D'Nd^i/;b^^ 3, 5 - D'\=^^$/;v*s 4- 

t e r t D^:^r^/;^S^ 4 - t Kn^i/i/^^D^#S/;i/*s 4->« 
h:^i/'i^^a^^r5^;V^s 2, 3, 4, 5, 6 :7;V';4-p i^^^ n^:^>>;i/ 

m^s - hn»^ t e r t h U 

»s ^ h^^»s *;vM^'f;i/as y*;i/Ji?-;i/»s 

<^ D T {3 *5 v > T ^ ^ L < s ^ D > 5^ jv&x it^^^u^^ 

ri^;i/-rD >b» 1 5 ^@cogi^«-r-Sm^ tit <fe J:v^ C3-8-> ^ n 
T;v:Sr;i/aj ±tB^^o rc3-85^^^P7';v=3p;p»j 1 73rM 5 ^®a^* 

mi^^i^it^ ty^uzr]j\^jv&^ i'^'n^>^;i/^s ^>^d 
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4, 4 -i?p<^;i/i^^P^=^'>;i/*s 3, 5 -i^^5=-;i/$^^P^=3p5/;i/S^ 4- 
t er t-y^JVfy^u^^^>)]/m. 4 - 1 KP^i^^^P^#i/;^»^ 4-^ 
h^i^S^^ P^^i^;!/^^ 2, 3, 4, 5, 6 -^>^ 7;i/:3j-p i/^' P ^^e^;i/ 

Sfes i/^p^>5";i/«x{ii^^7p'\=^i^;v«fe:7v«/^M^s 

J®^, - b t e r t *;V5j?^i/;i/|£x h U 

S> p< :*j;v>'-^^'f p<^;i/^:2|-«v 

rm^-^tiX'hJ^\^C3-8^>^V27')V^—ji^j tits ±13^^© rc3-8t/^ 

^p^dp-fe 4 - 7;i/;tP - 2 -i/^ P^=^-fe— 4-^^;i/-2- 
i/^P^^-fer:;i/^. 4 3 -i/^' P'\='r-fe— 2, 4-i^^'P'\ 
1 2, 5 -5/^^P^^-y-i?Ji>- 1 --f S/^P's 

StJ«^:^«afP® ^ P T;i/:3p;va^^ t ;^eV^o 
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2, 4-i?^DD^>e^;i/«s 3, 5 -5^^PP^>:^;i/Ss 
:tn'^>e^;b*s 4 4 - t e r t -::^^;i/'^>i^;i/^x 2 
- h u 7;v^Pp<5=-;i/-^>i^;i/a> 4 - h u 7;i';tP^5^;i''^>i^;i/Ss 4-- 
hP'^>i?;i/as 4 -syry 4 -T-fe5^;v^>i^;i/^s 4-*;i/5}< 

#i/;^^>$^;l/»^ 4 -:i3;i/^i^-f ;i'^>i?;i/Ss 4 -T^ 4- 
y"^>^^;v»s 4 -TH2^;bT^ y '<>'i^;i/*s 4- 

Tf^-jl/TS. ^>i^;)^m. 4-?f- h^i^^>P^l&s 3, 4, 5-h';^h=5p 

4-7*^ y ;^;b4N-;U'<>i';u^s 3 h p - 4 h=^ei^'^>i^;i/S> 4- 

CD rMny>'fbCl-65';v=3e;i/^j ^ -(CH2)r-0R"f$) *{*:«Jt:{A7 
f^M^s - h p«> t e r t h »; 7;1';4-p^ 

7x;^^;i/a> 3 -'^tiu^>i^)l&^ 4 - iJ? P P'^>i?;i/»s 4-te 
r t -y^;v^>i^;i/*Xi*3 - h U 7;v:tP^^;i/^>s^;i'»N R'^ R"'. 

R«2\ R«2\ R"", R»'5{C:i3V>T^?^ b<^±^>^^;^«•t?$>t)^ R-^'fcifeV^T^* 

b < :7 4 p^>S/;v^n 2-^PP^>i^ 

3 -^P P^>i^;vSs 4 Dp^>i^;ua^ 4 - t e r t 
>y;i/^X{i:4- h u 7;i/:rp^5^;w^>i^;va-c^ t)^ R^"^^tJ^R'^='l::*5V^'r 
4-:^^pp^>S^;i/^s 3, 5-5^^PP^>S^;i/^X{i4- b U7;i/;rPp<^ 
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1 5 ^cDgm«T-am^ <fe <t ©t- * »5 s^sm® t u -;i/«^&'^tf o 

^;i/-rDJ:b-C:^^*:e<]t{±. y^mw.^. umm=?-. ^MWl-. -^oS^ 
p<^;i/a> j:^;i/»s rnt;i/as -< v^p tert->^5^ 

Pii;v&N 3 - 7;i/::rp^>s^;^SN 4 -7;i/:tP^>s^;v^N 3-^7pp^> 

4 P P^>i^;WSs 2, 4-5^i'PP^>S^;VS> 3, 5-5^^D 

p'<>s^;i/S> 4 - ^p^^>i^>'i'^s 4 -— h P^>i^;i/Ss ^>^7;u3f-p 
^>i^;i/*> 4 -p< 4 - 1 e r t 2-h 

^)y}\/:^U:A'}-}]/^yP)\/&s 4 - b U 7;i/;tP^5^;i/^>5^;i^Ss 4- (tK 

p:3^'>p<^;v) a- b^i/^^;i/) '^>i?;i/*s 4- (2-:& 
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5. y^^>i^jvAs 4 -i^ ^^JiT 5^ y ^y-yjiMs 4- (><5^;i/x;u7f?— 

(3-- hP-4-^ hde^>7xn;i/) {4--hu- 

ZMtfZ' C6-14T U — C l-65^;Vdp;Vgf;<5ii: UTiif ^ u < 

^>mi^js -hDa«. ±IB^«® rgi^^^T* cki>Cl-67';i/:Jp;i/aj > -(C 
H2)t-C00R'''\ -(CH2)t-C0NR^"R''^ -( C Hz)t - OR-^V -(CH 
,)t-NR'^"CO-R'^\ -(CH2)t-S(0),-R''^5X{i-(CH2)t-S02-N 
HR-^'T-feSo 

r^/-;!/— *^?>3ltitiS 1 5 McDS^^trttm^tiT <tV^ C6-14r U 
-;i/Cl-67';v^;i/aj i:b-c*#^fi<3lc»^b< {*> 3-:7;i/:tn^ 
4 -7;i/;z|-D^>i>;i/*s 3 n p^^Vi^A^s 4-^dd^>2^ 
3, 5 o n--<>s^;i/S. 4 -:/P^^>i^;i/*N 4-— hP'^vi^ 
4 4 - 1 e r t -:/5^;^^>i^;l/^^ 2-h';7;i/ 

:rP;^^;i/^>i^;i/S> 4 - h U >';i/^P^5^;i/^>2^;i/»> 4-(th*P^i/ 

^>i?jvms 4- (p< b^^e^^^^;!') 4- (2-*;v3i?=^ 

4 ^=^^'^>e^;^»^ 3, 4, 5 - h b^i'^>-:^;i/»^ 4- 
*;^>'t^>r;^^>s^;^a^ 4 -^^jv^:t^>PJiM. 4 - (i^^^)\/TS. yti 

4 - ^ 4-7'-b^;vT^^ 

C1-6T;1/^;v«j s -(CH2)t-C00R»^ -(CHi)t-CONR'^'R'^\ - 
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(CH2)t-OR'='"X{*-(CH2)t-S(0)q-R''^«f$)»3. :a#:fi<3lcH:7 \y ^M^. 
mmm^. ^f^m^s -hna> ><^;^»^ t er t-:r^;i/»^ 

}i7^;/^JlT^ mLmm^. t e r t *;i/:l^^e/;i/*s ^ 

2;^_4_^;i,^5^;i,^^ 4 - f 'J ;i/ ^ ^ ;i'»s t! p u 'f^i$^\/ 
2 -^ji-jvp^^;^^. 3 2-7U;i^^^ 
;i/*s 2 -;4-=3pit\/ u;vp<5^;vS> 5 --f vf^r\/u;i/p<^;vttx 2-7<^;v:r 

-^5^;u5=-7'^/-;i/- 5 --r;^^^;^^^ 2, 5 -i?^^;i'^T^>^-;v-4--f 
4 -^^;i/9^7'\/-;i/- 2 -^;i/^5^;i'*s 2, 4-5^^5^;i/^t 
5 2 --f v^r\/u;v^5^;i/a-v 2 -t:p 

ifp Ui?-;i/7<^;v»v i^^u 4 -i^^u 

l_;^^;i,l^^i;s:;>_4-^;i/;<5^;b^^ 2- ( 4 - t K P^S^l^^ U ) 

1- (t e r t if 4 ->f 
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1 , 3 , 5 - h u T^:^-)im. if o u tf ^ ^/ u ^ y ;v 

a^ 1, 2, 4- h UT'V^U^l/^s 5^h^Vy;va> ^ V :t 

o r7ND-!fWbCl-6T;i/^;v»j ^ ±fB^«cD rci-6T;i/*y-f . -(C 

Ha)^- coo R''^ -( C H2),- C O N R^R'^Xt*- ( C H^),- O R"-e$>*o 

7^p:SCi-6:F;v:Jr;i/Sj hb-c$F^b<{*s 2 -if u 5^;i/^5=-;i/as s-trus^ 

2 -^'PPt:';i^>-4--r;i/^5^;i^*s 4 - u s^;i/p< 
t:^';s?>-4--f ;i/p«5^;i'a> 1 -p<5^;i/t!^U i^>-4 — r;u^^;v*s 2 
- (4-b i«P=3i=-^'t:^Ui^y) 1 -r-fe^;i/b^y j?>-4--f;i/ 

1- ( t e r t h=¥i^5f7;i/Jii-;v) b^u 4 ->f 
*s 1- (p<5=-;i';^;i/5fj-;v) tr^u 4 2-^T'J^);]y 

4-^^^ u;b^^;i/as 2-^5^;i/^t\/ij >-4--f;i/p<-?';i'^s 

-f;i/><5^;i/^-cfeSo l^i^$f^b<{is R''2nc:fev>T 2-bUi^;i'^5^;i/as 3 
-tf u 2 -i^ pp tr u i?>- 4 --r;i/^^;i^^s 4-t:ui^;i/p< 

2- (4-t.KP=¥^'t:^U5^y) x^jvtts i -T'fe^;!/^^'; J^>- 
4 -^f ;v><^;i/^s 1- (t e r t hdri/*;i/5jtr:;i/) t:^iJi^>-4 — T 

V >- 4-^ 2, 4 -i^p<^;i/5^7*v; >- 5 --f 

4-p<5^;i/^7'v^-;i/-2-'1';vp<5^;v*T'^Ds R''^*2iti«R*"l^:fev> 

Tf* 2 - b U ^;V»s R''"2iyfR'^''fci3V^-CiA4 - If U 5^;i/*2iZJ« 
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>><^;i/*> 4-^g^;i/i^^p^^i^;i/^5^;b«s 4, 4 -i^y<^;v^^p^dp$/ 
;i/p?^;v*s 3, 5 -s^^^;i/i^^P'Nif^i/;i/^^;i/«, 4 - 1 e r t 
S/^n'\^>>;i/p<^;i/^s 4 - 1. KP^^pe^i^e? P^^>>;^;«<•^;^a^ 4-;»ih=¥ 
t/i/^ u^^-yjV^^JVAs 2, 3, 4, 5, 6 -^>^57 7;V:rP5^i^P^=3f.5^ 

5/^'P^>5^;i/^5^;i/ax{i2^^p^^i^;^^^;^*i^7iy^j!^^> m 

mm=?. 0kmm^. - h pa^ t e r t *;i/5}?:3pi/;i/»^ 

>th^S/a> *;i/^'?^-i';i/^> * 



G\ G\ G32S^tFG*^b-C0t U<{d:s ^tl^ti (C-RO s (C-R^) s 
(C-R») (C-R*) T-fe Ds G=i:bT^8^*U<fi^^ii^'r-feDx G\ 
G«StKG''J;bT$f*b<{±j^mii^-efeSo G'^i:b■C»Sb<{i^ C(-R') 



— Y 




(Z)w 
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m^^thxii^^\.<i±. G'ifi (c-R^) X a^'DG'ifi^^m'f'x^y). iftt: 
«^tb<tt> G==;b5 (c-RO ^ G'ii^^mm^. G't^mmm^. ti^-DG'^ifimm 

[I] RXf: [II] ® 

'3 '9 

■6* H 

Ml-:feV^T^f?^ b < {A> G'TbMG^cDa 1 4fla*s^^Jl^ffeS 'foOT- 
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-c^Dx st^?*b<tt*;i/'}^=^^';^*xtt-cooR'^»'r-fet)x «%^ff*b< 

S/ ^ D ^ 2fe S o 
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YlC:feV>T»t b<{*x -(CH2)n,-0-(CH2)n-s -NHCO^-^ -CO 

NH-CHR'''^-. -{C}ii)^-NR''''-{CK2)n-^ - C ONR»"-( C Hz)^ 
-s -0-(CH2)„,-CR''i^R'''«-(CH2)„-X(d:-(CH2)„-NR''"'-CHR«' 

(CH2)a-X{±-0-(CH2)„- CR*^SR'''«-(CH2)„--CfeDs g*^g^*U< 
tt-0-(CH2)„-CR'^^^R''"-(CH2)n-T'^i)o 

l3i8i^L<tt0s lX{*2-r-feSo -(CH2)„-0-(CH2)a-l:::feV>TMfc:«^ 
^b<{im = n = 0^b<{im=0;{)^-on = IT-febN «*)$f ^ b < {*m= n = 
OtfeSo tfe-0-(CHH)„,-CR''^«R'^'«-(CH2)^-^C:feV^TM^3$?^b< 
H:m=n=0^ in= 0>tpon= 1 ^ m= 1 :ip^n= O^b < {*m= 1 *»on= 1 
•tffeDs «'fe«^^b<«iin=n=OT'feSo 

Y*s-0-( CHz)^- CR''*^R'"'-(CH2)n-©I^N R*"i: bTSf^ b< (i7jc 
mm^X'^\). R''»^i:bT$f*b<tt. 

-(CH2)„-^-(V)-(Z' )w' 
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4 




■r^ 3 J:^ b < {±7 3iri;ua±cD 5 {it 1 o-:3o©g^*Asgmt-S c: 

i:^)S^ff^bv^o 

*fe^B*s5=-T\; i;;i/a©i:tY{±5{ilc®mt--g):ii:ASi?^b<. ii©RfZ 
{±2tfe^ 4m^b<tt2tfltStJ^4^£lc:gJfe^ti5Clfc*s$f^l^V^o Iql^fc^B' 
U ;i/»0 t^iC H2)„. - 'fe ^ 5 fcgm^ SCil*si?*b<. 11<D^ 

Z'\t2&. 4te^b< «2&:Rrj«4{5i{cgm^tiSc:J:3bs»*bv^o 

tlT'fectV>Cl-6T;V^;vaj s -(CH2)t- COOR""> -(CHj)t-CONR 

'^^R''^^ -(CH2)t-OR''2^ - (CH2)t-NR''"CO-R''^\ -(CH2)t-S(0) 
,-R^5X{±-(CH2)t-S02-NHR*^ gKV^{i^n^■r•«m^^^T*>J:l^C6 
-147' U D ^^T- ^ o 

bv^^iti:^ C6-14TU C3-8$/^> D T;i/=ar;i/a. C6-14T';— ;i/Cl-6 
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ft#:e<J3&g^si:UT»^b<»^ y^mm^. mmm"^. ^mmi^s -hp 

»s rDl^;l/«^ -<vrni:^;v»^ tert- 

:;^;i/7f;-;i/a, ^ y t e r t - ^ y 

3 -7;i/;rD7:n-;i/^, 4 - 37 D :r;vS> 3-^ 
DD7 3ir.;va^ 4-^j7DP7 3i:::::;i/Ss 3, 5 - P P 7 j-— 4-:?' 
p^e7x-;i/»^ 4 bP7at-;i/», 4 -->Ty 7 4-;^^;V7 
4-ji^;i<'7 3ir:;i'S^ 4 -rp jc^;^^^ 4 v:7'p tf;i/ 
7i^;V»s 4 - t e r t 2 - h U 7;1/:4-Pp<^;V7 31:=: 

4 - h U :7;i/;?}-p^5^;i':7 4- ( t F P=^re^;?<^;v) 

»s 4- ( 2 - 1 b*P=^i/:3^^;i/) 4- Y^t^ ^^)^) y — 

;bSs 4- (2 -*;i^7t?:iri>;i/j^5^;i/) 73i-;uSs 4- h^i';b;uj}<-;i/ 
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S> 4 -*;i/>'^^-f ^i/^ 4- (p« ^ 7 31— 

4- (-< vrn t:;vT^ y 4- (i?j>t^;vT^ y 

^x-;!/^, 4- (J^x^;^^^ y :7a: 4 - [ (2 

y 7i:^;i/as 4-b Hn^^i^^x— 4-p<h:3e 
i/7x^;va. 3, 4, 5- h 4-cn h:^$/:7x::^;i/^^ 

4-':rt3\^j\/:t^i^y 4 --r vrn x— 4-:/^ 

;i/:s}-^i/7x-;va^ 4 --r V'^>5^;V:r^^>7x:::;i/*^ 4- (2-'fV^> 
y'-jVyt^iy) 7x-;va, 4- (3 --f V^=^H2— 7xr: 4 
- (4 -;>i 3 7 3i:=:;i/«s 4- ( 2 -ya 

df-i/) 7x-;i/ffis 4- ( h U 7;i/;tP^^;v;t^i') y j^=-J\^Ms 4- (tK 

4 - [ (i^p<5=-;vT^ y *;v4^"-;i<') p<5^;i/;t^i^] 7xr:;i/*^ 4-5^^ 
4- (^^j]yT5.y) 7 4- y'^i- 

4- ($^3i^;vT^y) 7x-;i/Ss 4- (T-^^Jvr^^) y 
4- y) 7x-;v*, 4- 7x-;v 

*s 4- (p<5^;v;^^;v^-;i/) 4- — ;v) 

4- (r ^ y 7x-;^a^ 4- (^^^I/t^^ ^ ;v) 

y^L-ji/^^ 4- y ^x^;!/^^ 4- (tert- 

pn^>i^;i/Ss >'3i:^«^;^as ^>i^;i/:4-^s^»s 4 -7;i/;i-D^>i?;i/:^dp 

2 -^D P'<>i^;i/:t=^i^aN 3 P P^>i^;V:4-=¥i^»> A-^UU 
^yv)]/:ir^i^^^ 4 - 1 e r t - >^5^;v^>i^;^5i-^$/^^ 4-hU7;i/3|-D 

;us. 2 - 1: i; i^>'^«^ 3 - 1: u 5^>'^»^ 4-i^Ui^;u^> 2 - if' ; ^ 
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2_i^i;e;;Vp(^;i/:t=Sr^>a. 3 - tr U ^;V:t^->»^ 2 -^J? D D U 

--f ;^pt5^;^:r=3^^^^»^ l- ( t e r t -T' h:3r5y:ij;i/4^-;V) l^'-^U2^>-4 

-'f ;vp<^;i/:t^^^> 1- t^^u 4-'f 

:^^S/&s 2-^^;l/5^T^/'J >-4->f;i':t^i^»x 2, 4 - 

;v5^T^/-;i/- 4 --f (2, 4 5 
D^>y;i/T^ y^^s 3, 5 -i^^PD^Vi^^^:^^ 4 - b U pp« 

4-- hp- 3-^ h:3f->'^>v^^;i/T^ 3-1^ 

2 -:tdj^Vb^'J lA'.'V't^— >'l^Ss 4 -:t^V b'^'J ^-'l^'}^— -'V^s 2, 
2, 6, 6 -X h^^^>'l^b^U$^^*;i/4<->'l/»> 2, 2, 6, 6-5^hv^ 
^;i/-4-t KD^J'l^'^U 1 -;r^rV^:^^;^5i^U >-4 
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1- t^'J5^>-4->r;i'r^y';t7;v5t?-;i/S^ 4-p«^ 

y— 2 --f y ;^3;i/^"-;i/as 2 - (4 -b h'P^>>b^'; ) 

2 -b 'J $^;i/p<^;vT^ y p!3;i/;}?^;i/*s 3 -bUi^;i/^5^;i/ 

4-b FP^i/b^';i^y'*;i/5i^-;i/p« 

t e r t 3 -7;i/^D7i:^;i/a^ 

4 - 7;i/;tP 7 3^— 3 p d 7 4-^pp>'x-;i/^^ 3, 

5 - s^^pp7a:ri;i/SN 4-ri hP7 4 4- 
t e r t - 3ir:;i/Ss 4 - h U 7;V::e-P p< 4-(p(h 

4- ( 2 -b i«p:3f=-i/;i/:n5^;v) 3-* 
4-*;i/5t^=3ri';v7i-;i/*> 4-pt h de>>7 31— 

>P)V:^^^^ms 2-^T'J^))\/^s 3-bys^;i/S> 4-bUi;;i/«^ 4-b 
Ui^;t/^^JI/:?t-^i^. 2 -b'^.i; 3 -b^U$^;^;<^;V:?}■ 

:^l^^^^ A-\^^^)V)\^^'^)\^^^t/^s 1 -p<^;i/b^U5^>-4--i';i/p<^ 
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y-;i/-4 --f;!/) ^^;i/:2|-^^>»s (2, 4 -s^p<5^;i/^Ty— 5 ->f 

:^3;i/7}^-;i/^, 4 - t h* d ^i^;!/ tT'^ U i^y :^;i'7jt-;i/^s 1 - t:o u 
;i/:!t?— >; y 4-5^3)-^;i/5^ijr:;i/>b;i/4t— 

*<*:W^fim*iib-r«^$f^u<}is t 
b*D=3s^i/^^;i/^> :^3;i/5}^df.iy;i.^^ :b;v.'N'^-f;i/S> y ;i/ 

y;^;^5i^-;^*^ i^^^^^i^T^ y t e r t 

^y:;^;^5i^-;^»^ 7 a:— 3 -7;i/:^p 7 4 -7;l/:^P7 3l•— 
;^*^ 3 -:i70 P7 4 -(^DD7 xr:;v^^ 3, S-i^^^PD^i- 
4 -p<5^;i'7 4 - 1 e r t -7'^;v7 1— 4-hU7;i/ 

4 -:^3;u>'N*^'f ;i/7 X— 4 5^;v5^;t7 x— 4- 

r^^jifF^^tis^cDJej hlis ±m~m^ [I] x« [11] T-^^ 

ttzK^'fb:^ V^)^2^^ U e?^^ 7K^'fb*;Vi/'i7 A. im.ih^^^l/'^ 2x^ 
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^fes ±IB-)iKit [I] XJi [II] -C^^ns-fb-^tiKi^sv^Ttis 

2^^^BJ©$Bia{C(±e!m^ •r^TCD^tt#^:&tJ«^tl?) CDM-ntl*S^^^tLSo 

nsfi<*:s KJi^^js m^Ms ^mMs '^^m. ^^n. mmnu 
^mn. m'^n. -^m^u ^mm. mmu mmnms ^(ommimu mm 

\z\±7K. ai^y — ;i/X{i'^>i^>'i^7';i/3-;i/^©T;i/n-;K 'J^Ux^ 

s^bT^ frffiiccfctj^^j^ %nu ^m. mu ^mnu mm. 

*:7'"fe;i/^j. Yu-^M. 3^Tv^-;^^J^ n;^r^;i/^Js ^«I^Js ?L^J> J^o^f 
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Si&l-l 



R"' (V)— NH, R 

[1] [2] 




[6] 

) 
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m&{ca:D#^ns^b<tir|5McD<b^ti [1] N, N-^^p<^;V5^;i/A 
T^K (DMF). T-teh-bU;K 5^h^tKD7^> (THF)s h;V3i> 

mommas ^mi:}^^ A. hu:E-5=-;i<'T^>s *';e7A t->^h:3pi/h*^cD 
sjiS^-a-^chicj^D-fb^i^ [3] ^n^^Lti^mM^o 

ti^m^^o i^tz. <b-^t) [3] ^m^s mtm-y^:x. Mmm.'^h^)^2^ 

iilcj; t)^b-^2^ [4] SC^4>m*^o 
II3X@ 

^b-^!^ [4] ^> DMF. T-feh-hy;VN THFs ^PP;}>;i/A> B^^a^^ 

^ h\ 1 - b FP^S^^>y b VT^-Jly^^M^X^ >^'fb-&^ [5] 

iiSi-^-rscJitiij: tjT^ bMb-^i^ [6] ^m^^iii^mm^. tfes 

ih-^m [5] (Dm^^^:^y')^i^\^s ^^jv^tn hUai^;i/r^>s J^^*U»>As 
t:';s^>^®i®*#:gETN l!6V^at:';^^>^®T^ >^jKtt''T?MiiS^-^Si::i:fc 
h-^b^tl [6] ^#i)3i:t)m*^o 

^4X@ 

-fb-a-^ [6] ^0^;$'-/— ;k ^^y— ;i's h;i/3i>s dmf^ ^pp4^;i/A^ 
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t: J; t) 'fb^tiC 1-2] 5 Ji *s 5 o 




3X5g^llI«cD;^^-C'fb-^^ [5] tr^ Kli^T^c j; 'fb-gr!^ [7] 
^ 2 xa 

[ 8 ] ^ ^1 # ^ o 
^sx® 

-fb-^ti [8] - i©^4xgi:lRl^cD:?^^T-^'fb-rs;ii:fc«fct)N it 

mm 1—3 
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-fb-^i^ [4] s-f ^iS^- h<b^% [9] p<^y-;K ni^y'-;!/, B^^x 
DMF^ THFs ^nD4^;i/A^O^^ft'> ^mXf*}!lP^^{4^T"CKJi&^-&« 
h ic J; t) -fb [ I -2 ] ^ § ei i: *s m^fs S o 

^fes -fb^tJ [4] r-te h-h U;i/x DMF. rzhn^>-lf 

h)v:r.ym(Dmm^. ^y^Jyu^V^y, iim^h-^>-^^>. 2, z-^Ji7u 

0^'^b^J©#:ST^V^^i##^TT♦^ MT. T;i^7^t H-fb-^t) [10] fcS/iS^ 
■B- S ct D -fb^^ [ I -2 ] 5 d m^fe S o 

iS5V^{A> -fb-^ti [4] i:3b;i/?}^>^'fb^ife [11] U »J 

^i^J^^b U Jg^^#?tTT-ifig?in^S;iS-r s i: t: J; t) <b^ti[i-2] d 

®|gm:&^S*^-ro :&:feClC:T-{i. R^ R'ZfctJ^R^dSjX^M^-Cfe^S^OR" 
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R"^O0C-E 



HOOC-E 



t12] 




mi Jim 



[1-2-2] 



[1-2-3] 



[1-2-1] 

{^cl's E(i#?^^s -(CHa)^-. -0-(CH2),-XH:-NH-(CH2)3- (ei 

±IBMSt|Bl1ifcbT#^tL^'ftl^t) [1-2-1] ^iJ'y-;!/, 

2] ^^i^c J:dsai*'5o 
^ 2 

-fb^tj [1-2-2] ^> M^i - 1 (Dm 3 j:mtmm(D:5mx'ih^^ [12] ^sjis 

^-Br^SClillCcfc t)s -fb-^i^ [1-2-3] ^»§:iiiA5tt|^;g,„ 
m?£2 - 2 



[1-2-4] 

±IB^^Si:|qI*lt:b"t:t#^n§'fb-^ti [1-2-4] 7j<s 

THF^ DMF^0^^*s b KD:^i/;bT^ tfcO; D^b 
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#4£T ^ J: V ^ o 
Sll^2-3 

4^ > ^ 7^ ^ ;^ ^ > ^^^^^ -r ^ o 



±«B^^i:l5imi- UTt#?>n5'fb^t) [1-2-6] DMF. 
K (DMSO)s T-fe h - h ';;i's ^i57y— — 7k^<Dmi^^s 3 

iifc<t»3 [1-2-7] ^m^:itifitii^^o 



M?£3- 1 




[1-2-7] 
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[14] 



*-(CH2L-s *-(CH2)„-0-s *-(CH2)„-C0-X{**-(CHi)„-C 
■^CDa«{A Hux!i® M D T" ^ o} 

!#?)nS'fb'^i^ [1-2-8] DMFs DMS 0^ T-te b - h U;K n:^^— ;K 

^*>;e7A> :^ h U e^Aj: h^i/ ?!7 U A t - h b*^®il*?^STN 
^Uy.mmm^-^\ ih^m [is] i:S;i&^-B-^ci:lcJ;D'fb-^t) [II-2-1] § 

Sfc. -fb^^ [13] ^^^^XR^'t^M^-^-^^m^. ih-^m [13] ©tK^S 

-yvM^til^^fe^. BuM0;5i^T*<b^«^ [1-2-8] ^M^S^-tirScaifc:J:»3fli^ 
4^ [II-2-1] ^t#;?>ilJiibsai3feSo Sfes dom-^s ^b-^tJ [1-2-8] •'fes DMFs 

^s^ji5^;i/^{3c); (^-fb-^^ [13] ii^M-SJiS^^-&-i>c:i:K: J; D'fb-^ti [II-2-1] 
1^:^13 b-C-fb^tJ [1-2-8] ZfeWb^tl [14] ^\)ih^m [1-2-9] ^ffSCli: 

99 



wo 01/47883 



PCT/JPOO/09181 



ii^3- 2 



[1-2-10] 




♦ R"=^-G?-^b)-(Z)w [153 H ^ 

^2XS [II-2-2] 



^ 3 



0 

Hal-G'-^Bj— (Z)w [16] . Ha1-"-R°® [17] 



N— g2-(T^(Z)w [II-2-3] 



X 



N-2-R^« [1-2-12] 



^^bs GMi-CO-^ *-C02-N *-CONH-X{i-S 02-^i^U^ ^ 
2xatTO©;^^"CS/iS^fTa ciitcj; D-fb-^tJ [1-2-11] ^n^^tlfim^ 

% o 

^2X^ 

-fb^tJ [1-2-11] - 1 D-fb-gr^ [15] •^TJ]y^)\y 

>fb-r^iiitc:J;t)'fb-^^ ClI-2-2] iiT&sm^fe^o 

[16] K:j3V>t G^AS-CO-s -COij-StJ^-CONH-CDJ©-^. 'fb 
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-a-ti [1-2-11] 1 - l®^3x^i:ii^©:&ffi-tMb^^ [16] -VTi^^JV 

-fb-ra iifc t)^b-&<^ [II-2-3] i:*sai*i.o 

*fc. ib'&iJ [16] t::feV>tG'*s-S02-CDm^. 1 - 1 CDB 3 X«1? 

it^m [II-2-3] ^n^^hifita^^c 
mm^hxib-^m [ 1-2-11 ] it^m Wl T-7S^;i/fli-r5c:i:CJ:t)'fb-& 

m [1-2-12] ^m^^tt^ta^^o 

*fes lRl^(3bT2|s:ii&<£fflVAi,:i^tJ; D'fb^i^ [II-2-2]x [II-2- 

3] :amb-^ti [1-2-12] (Di^mm^ i=mT5.» ^m^^tufimm^o 

[I-2-U] _ ^a13 




COOR" ^.COOH .^j^N-G^-(T^(Z)w 



IX: 

HI 

sal 3 



[II-2-4] 

HN-g'-(7)-(Z)w 

>a13 — ^ 



^ 0 

""2-^3^ [18] V.N-(CH2)rR°" 



H2N-(CH2)-R' 
[19] 



aio [1-2-151 



R"'{iC,.fir;^:^^;^S?£^b^ G*{i#-(CH2),-> #-(CH2),-nh 
#-CHR»"-%5^L^ :rc-e#}isjSi-rsT^ >tC^-&-r^iB!l*^bs ^ 

^ixs 

±m^mhmmi^vxn^ti^'(b'^m [1-2-13] ^?*2- lo^ixsfc 

|Bii^©:^iS-e^^S^-&Sc:i:fcck I3s ib-^t) [1-2-14] i:**m*ao 

^2X@ 
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-fb-a-ti [1-2-14] ^mm2- i<Dm2JLmtmu<D:&^t!it^<f^ im i^&m 

ih^m [11-2-4] ^m^^htfim^^o 

^tzmmii^hx^t^m [1-2-14] Rmt-^m im j;D<b^ti [1-2-15] 

mm 4 

« B t H C z ' * ^ m ^ ^ s ^ o 

[II-2-5] [II-2-6] 

±fB^^i:lH|i^lc:bTt#^tLi,<b^t) [II-2-5] DMF. T-feh-hy;i/> 

ih=.-y^JK m<h 1, 3 -hfx :ii-j)/7)-^y.y ^ J)yuj'^>=.^y^j\^ (II) 
-;i/#S'fb^^ [20] J; D-fb-ar'-^ [II-2-6] <&^t^iiJi*sm 
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-1 ^5 





R 



® 



R 



[II-2-7] [II-2-8] 

(^cfi. R'="'{igmSZlcm-rs-R''"'X(i-(CH2)p-C0R''":&^bs ^ 

±ia^?*-ett^tiS'fb^<^ [II-2-7] mm3- i<D-:^mtmmi^.i'X{t 

[21] -fb^ij^ [II-2-8] ■^m^}iifim^^o 

^ ■ — © 



R' 



r.e12 



[22] 



(Z)W 




HO 



[23] 



(Z)w" 



U3 

(Z)w" 



[24] 



(Z)w" 




[II-2-9] 



^ [1-2-8] 

IS 1 

r^l£^b<?±it^{irJ: Df#&tis<b#i^ [22] «t^4- 1 
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TV-JU^m<h^m [20] ^SJSK^-frSClilfcJ; ^fci-^tF [23] ^^^Htlfi 

^ 2 

±fBM^*hPIil{3bTfi^ti^{b-a-tJ [23] m^l^J; t)3g7C-rschfcJ; 

-fb-^tl [24] ^m^!^ti3^m^^o 
m^it. it-^m [23] ;A^y-Jls :^^y-Jl. THF^®^^(fs 7^^ 

mmmmi'¥rx*i^m^'&^^tiz^y)^t^!^ [24] ^f#^c:i;*sm^So 

^ 3 31@ 

±fBSi?*iillIilfc:bTf#e.ns^^i^ [24] 1, 4-i^;r:¥1?->s 5^:^^ 

Jg-fbU >s=:i:'fbU ^^fD^NDy^-fbU >X{i^'fb5^:^-;i/^CD>'N D ^ v-fc^J il> 
[25] ?£^#SC!:ii*s|±j^^„ 

±f3M^J:i^^tic:bTf#&tis<b-&ij [24] x» [25] mms- itmm 

©:?^^T*'fb-&2^ [1-2-8] i:SJ^S^■&i>^:i:^3«J;t)^ ^b-^m [1 1-2-9] ^n^^t 




[44] [45] 
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mix® 

i^m^L<\±nmi^^^n^m^h^m [4i] nmi^^^^Tv-jv^mm, 
mtT^^tiz^y}s ih^m [42] :&#^ii:3&«m*«o 

mX\t. W t^^^^-^iy^ h^com^s ^y;t>i-e7 A^&THFs V:r.=^ 

f^T> ^9^^b<i*- 1 0 0;/3rMl 0 0 °C-^-(b^i^ [41] t-^jiS^-^S^ ilfci J; t). 
-fb-^t) [42] <fef#?) C:J:dsm5l5So 

±fBM^J:liI<itLTf#f)nS'fh^tl [42] ^^-fb^J^ [43] hSji&^-B-S 21 
<b-&t) [44] :i J:*stB*?.o 

•CSJ^v^-i±-5c:^i::J:t»s -fb-^^ [44] c: iisb^di^^o 
^ 3 

±IBii&i:Pfil^c:uT^#e>ns'^b'&tl [44] S!i^S4-3©ii3x®i:TO 

0:3^^1? >'NP'y>'fb-r'S^i:l^ J: t). -fb^t) [45] 5fe|#S^:i:*st±i3j5§„ 
-fb-^^ [44] $ftb<(ib;vaD>^^c|3, ^'fb^;^-;vStJfViUi?>T-H 

^&^-&:|.c:i:t cfc D<b^t) [45] ^tf ^ ^: ii;bSffi3fe^o 
-fb-a-i^ [45] i^M'mWtXD^^. -rt^to-hs i^B -( Z )wg|5^i:^B' -( Z' )w' 

gR^3&s|«I— cDJg-^. -(b-^i^ [42] ^^ i^ji5";i'3^-7^;i/s '^^-tfi-s h;i/j^>s 

O-C-^Sii&^-a-SCliiizJ: -fb^^ [45] S 3 i:**ai5^So 
^^4-5 
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»^cD*;i/jJ^>^i^®»-c$) t»> ^®fife=&IB^«iHuiili®7lb"CS>So) 

HJflg^b < bt=i?>n^'fb^ti [26] {cm^l:: J; 

X-rs;ii:l-=fc t)s ^h^m [27] ^tt §:ii:*stH*?>o 

R-'^dst e r t ih-^m [26] THF^ ^dd 

iitcJ: •j'fb'^tl [27] *li?):ii:*sm*§o 
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1-2-10] ^m^ZtifitiiM^o 

±t3M^hi5iiit bTtte.tv^'fb^ti [II-2-10] ^^mm4-i tnm(D:^^ 

i:T^)-}\^^mit^^ [20] i;SJ^^^•^^5:l^^c ct (5s <b-^ti [II-2-11] 

±f3K^Si:l^^ticbT^§^tiS'fb-^t) [II-2-11] cDR'^^&s m^fc<fc DliiSfi 
D> -fb-^^ [II-2-12] ?&liSC^*sm^€)o 

* ;i/ > i8« fiilis -^s* « c fe ® jefc^ii^* & ffl V ^ n « <fc I > 

SCD®-^s 'fb-^tJ [II-2-11] ^s i?^DP^^>. D7}>;i/A^CD^iSE4's h 
i;7;i/:toMT'M-r§ci^{cJ^ D'fb-^ti [II-2-12] ^^f^ciiiibsm^lsSo 

±i3Mffii:PIfilt:bTt#^nS'fb-&i^ [11-2-12] Mife 1 - l®IS3xSJi 
I^^O^^-C'-fb-a-ii) [28] llTK ^m^-^^^^h^^y>^ [II-2-13] * 

me Jim 

±tmmtmmizLxm^n^ih^^ [11-2-13] - i©^ixaj: 

l^«©;^^-eJiJ4i^S^-fr§i^i:{-ct Yb-^#J [II-2-14] iljbsffi^feSo 

tlS<Si^»*«ii*bV^o 

R'"*i!J^^^)l&CDil^. it^m [II-2-13] J — 

-;v?§i^i:7K^®?g^?§i^4's j^i^^u-^A. j^^r^hUe^As 7k^<bU^'>A. 

zk^<b:^ h U «i7 As TK^Yb* U -i? A^cDil*CD#:STs ■?^«i:^M*nfkTT->S/;S^ 
■frflj£<*^bfc^s M<^^ttt:t-i.iii:lcJ; D'fb^tl [II-2-14] 

S S o 
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Hal-(7^Y-(T)-(Z)w ^ R'"— C=C-(^A^Y-£b^ 

[29] HC=C— R'" [31] 



(Z)w 



r' ^ 



[30] 




r' R ^ ^3Xg 



Cy^ 
[33] 




[II-2-15] 



[32] 

±fBM^^eb<{±^^*i3j;btf e.tu?»Yti^^ [29] DMF. T-feh-bU 
;K 1, 2 h=^i^^^>s THF^ h;!^^!^^ tR^O^^i+'s ^h^^J^ 

<Z)mS#ffiTs ^©XliSnHa^f^T. -fb-^tl [30] i:S/^.^-«rSc:a:fc:J;t)<b^ 
[31] ^tf ^ii^^b^m^^o 

±f3®i^i:l^fi|t3b-c#e>ni><bAti [31] ^^ 
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mmi-i(Dmi:r.m.iimmizvTn^n^^b'^m C32] j:ssi^5©iiix^i: 
±mmmiimmi^\^xm^ti^^i:^-^m [33] dmf. T-bh::ih';;w t 

HFs i?pn:!}N;i/As z^^uu^^y^ ^^t:>^^u>s h;i/j^>^ 

©^jKtf. 3e7^b^(I)^oSHM^^b<i±:^^b>'i^i^'i7A (II) ^6D>'i7i?e7 

1-2-15] ?&^#:Siii;5bsai3l5?.o 

-f ^ ^s^^J^ C 1 , 2 -a] 'j$<?>^^B^-ri):;^^o 
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i:lll^®;&^-^'fb^t) [35] hT^.KiSI^^HirSCIiitiJiDs ^-^m [36] 

±tmmi^^t)n^ti^<t^^ [36] ^^ nmi^^^m^n^^v-^-jvu, 
m [37] tj^ii^^^'^^iztizx^s \\i^m [38] i:;?)sm3i5^o 

ClClT-s -fb-^i^ [36] tC-f^^Ts 'fb-^t; [34] CD^/N^-f ^*^MV^t%<^;V^o 

±fa^^*fc:<fc tJ^^^jn^-fb^tJ [38] ^^St:J:t)>'^py>^b•rs^li:lcJ; 
t)> -fb^^ [39] ?&^§^ci:*sm3f5So 

Ha -fb^t) [38] < {i^^a^ff^T^ 

DMF^ T'-lr h - h THF^ ^i'PP^^l/A. j^^DP^iS'>^ 

^ l«^cD>'^D'r>'^bjgpJ^ffiv^T^^^y>'^b■r'2)^i:^>■etSo 

±faM^*l3j: ^jti^'fb^tJ [39] m^^b<{±ge»I©:^^S («^I8¥8 
-4 8 6 5 i D^#e>tii.^b^t) [40] l^W-i:) V ^ hV^ 

fpmh<iimmm'^m'{ti^m^-^^^tizji Ds ^t^m [11-2-163 ^m^^tifi 
±tmm2 7im4izm^titci^mt. -m^ [iiRxf^ [in •^m^ti^^> 

v^^ ^^^/-;i/JW^®'fb-a-#Jx fi?iJ^{^<b^«^ [il-2-15]> [II-2-I6] (D^miz^ 
T ^ ^ tl « * o -C *e V ^ o 
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mmm i 

2- [4- i3-':fu=^y :iri/) - 1 -i/^u^:^i/)]/^y^J 

3 h n^m#^ (300g) ^3^5^;i/7';i/i3— ;i/ (IBOOml) 1:1^ 

%-^~vmm. (loomi) ^^^^^ 7^F^Api?^a«SLfeo M;i&^^?&*7jc{^a^. 

^fmUfei^^^^gmb^ ^M-fb^tl (332g, W97%) <^f#feo 
lH-NMR(300MHz,CDC13):8.50(lH,d,J=2.1Hz), 8. 16(lH,dd, J=8. 4,2. IHz), 7.63(1 

H, d,J=8.4Hz),4.43(2H,q,J=7.5Hz),1.42(3H,t,J=7.5Hz) 

X@2 : 4->>^P^=3pi.;V7^5 y _3_- |.o^^g^3i^;i,or,|SJ^ 

BUX^T'^f ^tlfc 4-^DD- 3 hD^B«J^^;i/ (330g) *:P-fe 
h'j;i/ (1500ml) iC^^bs n^^i^;i'T^ > (220g) s hUJi5^;bT^> 
(195g) ^5P^. ^tt^ji^^Lfeo ^^&M<&^X7jClC^#. IffttJUfeJ^^^Siim 

mm'G^m (4oog, ir^94%) ^^tfeo 

lH-NMR(300MHz,CDC13):8.87(lH,d,J=2.1Hz),8.35-8.46(lH,m),8.02(lH,dd,J=9. 

I, 2.1Hz),6.87(lH,d,J=9.1Hz),4.35(2H,q,J=7.1Hz),3.65-3.50(lH,in),2.14-1.29 
(10H,m),1.38(3H,t,J=7.1Hz) 

xjg3 : 3-T^ y-4-^^^5'n^=iri^;i/r^y^msm^^;i/©^)t 

HuXaT"li?>tb7fe 4 -iy^ D^dr^';i/T^ y -3-^ b (400 
g) ■^^Wi^^)\^ (1500ml) ^ (500ml) 53 ^Mb. 7.5%/I^S^ 

e/Aj^^ (50% wet,40g) ^^PJ?.^ 7 t^F^ltffi7jc^» bfeo ^iS5*5S'Jb> U 

b^ mmt-^^ (289g, W80%) §^#feo 

lH-NMR(300MHz,CDC13):7.57(lH,dd,J=8.4,1.9Hz),7.41(lH,d,J=1.9Hz),6.59(l 
H,d,J=8.4Hz), 4. 30(2H,q,J=7.1Hz), 3. 40-3. 30(lH,m), 2.18-2. 02(2H,m), 1.88-1.1 
5(8H,m),1.35(3H,t,J=7.1Hz) 

X®4 : 3- [4- ( 3 -:/a^7 3iy ^i/) ^>^7-f ;V] T^y-4-^^D 

4- (3 -rP^^Ji^^e^) (74g) <^^PD:tt;i/A (SOOml) (C^ 
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ML. m<ii:t^V-U}]/ (33ml) RV^i^ ^^)\/^-)\y2^T K K imt^M) ^MX^U 

'^Ammmni.tzo Rji^sm^u&mmL. p^uu^^y (i50mi) izmm\^fto 

;i/ (66g) (Di?^UU.;i^> (500ml) s hU:ii^;i/T^> (71ml) ^gitl^l^STL. 

5^;i'^iP;t-c^^^bbx cn^MBibt^M'fb-^t) (i29g, 

1R^95%) ^fffco 

lH-NMR(300MHz,CDC13):8.00-7.78(4H,m), 7. 66(lH,brs), 7.37-7. 18(3H,m), 7.13 
-6.59(3H,m),6.72(lH,d,J=8.7Hz),4.50(lH,brs),4.29(2H,q,J=7.2Hz),3.36(lH, 
m), 2. 12-1. 96(2H,m),l, 83-1. 56(3H,m),l. 47-1. 12(5H,m),1.37(3H,t,J=7.2Hz) 

X^5 : 2- [4- (Z-yn^y ^i^) y - 

BtrxS7f^#e>nfe3- [4- o-y^n^^jiyde^/) T^y- 

4 _.>^pys^$/;i/7'^ ySJi.§^^^^V^:^^>'l/ (129g) :&B^^ (600ml) tcSS 

«8bx s^^^iaiftsssbfeo sM^MH^i«il^bT^ a^t^K^ipjts mmhit 
mB^^w-Lmmih^m (i24g, ir^99%) ^^^fco 

1H-NMR( 300MHz , CDC 13 ) : 8 . 5 1( IH, d, J=l . 5Hz ) , 8 . 00 ( IH, dd, J=8 . 4, 1 . 5Hz ) , 7. 67( 1 
H,d,J=8.4Hz),7.63(2H,d,J=8.7Hz),7.35-7.21(3H,m),7.17(2H,d,J=8.7Hz),7.14 
(lH,m),4.42(2H,q,J=7.2Hz),4.38(lH,m),2.43-2.22(2H,m),2.07-1.87(4H,m),1.8 
0(lH,m),1.42(3H,t,J=7.2Hz),1.40-1.27(3H,m) 

2- [4- (3-yp^7 3i^^i/) 7 - 1 -:^^D^:3pi/;i/'^>y 

1 -??t#?>tbfe 2 - [4- i3-yTn=ty y=^-)l2 - l-i^ 

■i7TP^^i^j]/^>V-f s^V^J—jv-5-i])\y^^>m.^^J^^^y^J^ (l.Og) ^9- 
h5tKo7^> (lOml) X (lOml) (c^^ilbx 4N7X^'^b:^ 

bue;A (10ml) ^Du^s immM^mmLito ^mm^nBmmiys asEtc:* 
%Sn^x 6 Nm^"r-mi4icb. ^fmbfe^gffi^^iiibTx as-fb-^tJ (o.9g, jr 
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ilj^:255-256-C 
FAB-Ms:491(MH+) 

1H-NMR( 300MHz , DMS0-d6 ) : 1 2 . 75 ( IH, brs ) , 8 . 24 (IH, s ) , 7 . 96 (IH, d, J=8 . 7Hz ) , 7. 8 
6(lH,d,J=8.7Hz),7.71(2H,d,J=8.6Hz),7,47-7.34(3H,m),7.24(2H,d,J=8.6Hz),7. 
20(lH,m),4.31(lH,iii),2.38-2.18(2H,m),2.02-1.79(4H,in),1.65(lH,m),1.44-1.20 
(3H,in) 

mmms 

1 - ;^^n^^i/;i/- 2 - (4 -b FD^^:7nn;i/) ^>^J^ ^V^J 

(130g) . 4 - 1 FD:^Sy^>X'f ^7^- b^^J^ (139g) 

^;i/r;i/33— ;i/ (1500ml) «3ia;t, 4fl$mM^i/feo SiiSM^&SSci^bfc^s *f 

mbfcj^^^i^mbSS'fb^i^ (i3ig, JR^72%) ^fffeo 

lH-NMR(300MHz,CDC13):10.02(lH,brs),8.21(lH,d,J=1.4Hz),7.93(lH,d,J=8.6H 
z),7.83(lH,dd,J=8.6,1.4Hz),7.48(2H,d,J=8.6Hz),6.95(2H,d,J=8.6Hz),4.39-4. 
25(lH,in),4.33(lH,q,J=7.0Hz),2.35-2.18(2H,m),1.98-1.79(4H,m),1.70-1.60(lH, 
m),1.46-1.19(3H,m),1.35(3H,t,J=7.0Hz) 
^5ig^J4 

2- [4- (2 -::^P^- 5 -^PD^^i^Ji/i^^^ei/) 7^1— -l-i/i' 

2-ya^-5-^nD h)V^> (50g) 2atJfN-:/D^CH:<^'f ^ 1*> N, 
N' -Tv/t:;^^' v:/^n- h ';;i'cfc t)lii^bfe2 -:/p^- 5 -^'DD'^^vi^ 
;i/::^D ^ ^Jl6i3^j 3-r"t#e> tife 1 -i^^ D^3pi>';i/- 2 - (4-bh*n^ 

e/7:ii:=:;i/) ^ 5 (50g) 

p<^;V5i^;i/AT^ 1^ (300ml) tM^L> j^^AU-^A (38g) ^^JP^SO'ClCTl 

mm^^mi^. mm^h-^'^ (5og, ^m-fto 

lH-NMR(300MHz,CDC13):8.50(lH,d,J=1.4Hz),7.97(lH,dd,J=8.6,1.4Hz),7.70-7. 
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57(5H,in),7.20(lH,dd,J=8.4,2.5Hz),7.14(2H,d,J=8.7Hz),5.17(2H,s),4.46-4.30 
(lH,m),4.41(2H,q,J=7.1Hz),2.40-2.20(2H,m),2.02-1.21(8H,iii),1.42(3H,t,J=7. 
IHz) 

^M0^\ 5 

2- {4- [2- (4 uuy =.)]/) - 5 - ^ o D^>i>;V:t=¥i^] y 

mMm4'^m^titz2- [4- (2-:rD^-5-^PD^>i;;i':^-^i/) 7 
31— - 1 -i/^u^^i^ji^^y^J^ ^yv^— ;i/-5 

(49g) > 4 - D D 7 ai-;w4^p >^ (IBg) RXJPy" h ^ h U 7 

^/'^^i^e^A (lOg) ^1,2 -i^^ (BOOml) l::!^«^b^ 

ISWSW7j< (300inl) ^iP^^ 2B#PH^ipM»^bfeo ^JfS^SK: D D 

mm ^PD5i^;^A:B^^a:5^;^=97: 3) -^mmvtzo ^^fitcm^^i^^ mm:^ 
(44g, mm5%) ^mzo 

lH-NMR(300MHz,CDC13):8.49(lH,d,J=1.4Hz),7.97(lH,dd,J=8.6,1.6Hz),7.70-7. 
60(2H,iii),7.55{2H,d,J=8.7Hz),4.95(2H,s),4.48-4.28(lH,m),4.40(2H,m),2.02-l. 
20(8H,m),1.41(3H,t,J=7.1Hz) 

2- {4- [2- {4-'!7X2uy 3L=.)\/) - 5 -^^n P^yS^;i/3r:¥2/] 

mMm5'^m^titz2 - {4- [2- (4-^'PP7 3:^;1/) -S-^^pp^ 

- 1 ->>^p^=3pi/;i/^>v^-f ^ ^v^-;i/- 5 

(43g) <&fflVA. 2 J; D ^ ^M'fb-^tl 

(33gs IR*76%) ?&^#feo 
ill;^ : 243-244-0 
FAB-Ms:571(MH+) 
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1H-NMR( 300MHz, DMS0-d6):8.32(lH,s),8.28(lH,d, J=8.9Hz),8.05(lH,d,J=8.8H 
z),7.76-7.72(3H,m),7.58-7.46(5H,m),7.40(lH,d,J=8.3Hz),7.24(2H,d,J=8.9Hz), 
5.11(2H,s),4.36(lH,m),2.40-2.15(2H,]ii),2.15-1.95(2H,m),1.95-1.75(2H,m),l. 
75-1.55(lH,m),1.55-1..15(3H,in) 

mmmi 

2 - [4 - ( Z-ya^e- 5 h^^>^>i>;i/:t=^^>) - i -i^ 

t Kn:3|r5/7 3in;i/) ^^v^'f ^^V— 5 -*;i/5l?>^J^^;i/:ii:^5^;i/i:2 
-:/D^-5-^ |>^S/'^>e<?;i/>^n ^ }^if>^mm^h^m (59g) *^§fco 
ll»J8 

2- {4- [2- (4 Pn 7 -5-p< b drSx^>s;;i/:r^i^] 7 

mmm7-(in^fiit2- [4- (2-:/d^-5-^ h=¥>>^>:^;i^;^^i') 

::^7^;i/*»e.|IJIg^5 i:llI=lt©:^f^*i3J: b^m-fb-er^ (48g, iR^77%) %^#feo 

1H-NME( 300MHz, CDC13):8.49(lH,d,J=1.4Hz), 7. 97(lH,dd,J=8. 6, 1.4Hz), 7.64(1 
H,d,J=8.6Hz),7.54(2H,d,J=8.7Hz),7.37(2H,d,J=8.6Hz),7.31(2H,d,J=8.6Hz),7. 
25(lH,d,J=8.4Hz),7.19(lH,d,J=2.7Hz),7.00(2H,d,J=8.7Hz),6.97(lH,dd,J=8.4, 
2.7Hz),4.98(2H,s),4.41(2H,q,J=7.1Hz),4.42-4.29(lH,m),3.88(3H,s),2.40-2.2 
0(2H,m), 2.01-1. 88(4H,in),l. 83-1. 73(lH,m),1.42(3H,t,J=7.1Hz),l. 41-1. 25(3H, 

n) 

2 - {4 - [ 2 - (4 -^PD - 5 h^i/^>t^;V3|-=¥i/] 7 

IIJl6^?!l8ff#e>tL;fe 2 - {4- [2- ( 4 - u u y -5-p« h=3pi/ 

7 31— - 1 -i/^ p^^^^;i/'^>y'1' ^ >S^y— ;v- 5 

;i/5}?>^aD5^;i/ai:;^7";i/ (52g) Illfe«?!l2 iil^ti®:^^*^:^:^^®^^-^^) 
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(44g, iR^89%) ^mt^o 
FAB-Ms:568(MH+) 

lH-NMR(300MHz,DMSO-d6):8.20(lH,s),7.88(lH,d,J=8.7Hz),7.85(lH,d,J=8.7 
Hz),7.57(d,2H,J=8.6Hz),7.46(2H,d,J=8.6Hz),7.44(2H,d,J=8.6Hz),7.29(lH,d,J 
=8.5Hz),7.24(lH,d,J=2.6Hz),7.11(2H,d,J=8.6Hz),7.06(lH,dd,J=8.5,2.6Hz),5. 
04(2H,s),4.26(lH,m),3.83(3H,s),2.38-2.29(2H,m) 

mmm i o 

1 -j/^p^^i/;v- 2 - {4- C (E) - 2 - v'3i-;i/b:-;i'] 7 . 

(BOOmg) ;i/ (6mi) ^3^^Sb^ *?^Ts h^>:^-4- 

X^;i/^>7?j;i/^*7';i/^fc K (397mg) ^m^^ ^^{CTMM#Ufeo M/i&M* 
^>^L> r-bh— hU;i/ (2ml) i::^Mbfe^>^/7 DdF-it> (259mg) 5feiP^^ 5 
0'CK:T7i^^g|#Lfeo 1 NTK^'fb:^ h U >i7A (0.1ml) ^UPx. 

h^^:7^- (Mli?^^ n- f^K^9^;^=4 : 1) T-)^Sib. mMib^ 
m (540mg, JR^63%) %#feo 

1H-NMR( 300MHz , DMS0-d6 ) : 8 . 28(1H, d, J=l . 4Hz ) , 8 . 01( IH , d, J=8. 7Hz ) , 7 . 90-7 . 80 
(3H,in),7.75-7.65(4H,m),7.50-7.25(5H,m),4.35(2H,q,J=7.0Hz),4.31(lH,m),2.4 
0-2.20(2H,m),2.00-1.80(4H,in),1.63(lH,ni),1.40-1.20(3H,in),1.36(3H,t,J=7.0H 

z) 

%mm 1 1 

1 _,>^p^df.i/;i/- 2- {4- [ (E) - 2 73ir:M 

Hm^J 1 O-etfe*^^^ 1 D^=^i^;i^- 2 - {4 - [ (E) - 2-7 3in 

7iiig) %fflV^^ |IJlBfiaj2 i:|Bl^CD7^^l3j;t)> mMit-^^ (llBing, iR^97%) 
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o 

: 300«CJil± 
FAB-Ms:423(MH+) 

lH-NMR(300MHz,DMS0-d6):8.25(lH,s), 7. 96-7. 29(13H,ni),4.33(lH,brt), 2.41-2. 
23(2H,m), 2. 03-1. 78(4H,m),l. 71-1. 59(1H,id),1. 49-1. 20(3H,m) 

mmm 1 2 

IIJt6««J 1 mf^ 2 ii initio UT^M-fb-^tl (700mg) ^ntco 
FAB-Ms:413(MH+) 

lH-NMR(300MHz,CDC13):8.60(lH,s),8.04(lH,d,J=9.0Hz).7.63(2H,d,J=8.4Hz), 
7.51-7.32(6H,m),7.14(2H,d,J=9.0Hz),5.16(2H,s),5.03-4.89(lH,iB),2.41-1.63 

(8H,m) 

mmmi 3 

HMfifJ 1 2-e^ie)nfe 2 - (4 -l-i/^?D^> 

^ 5 -:^;i/5ji>^ (700mg) ^i^7<^;v'^;i/AT^ K (i 

0ml) \z.^m\^. mtTZy'^-t'-U (108mg) ^ l-ai5^;i/-3- ( 3 - i^;^ ^^-Jl/ 
rPlf;i/) :ij;i/5}^i^-r ^ l^i^mM. (390ing) ^ 1 - b h'D^Jfi^^^V^ h 

(275iiig) ;RtJf b u^^;vT^ > (0.3ml) ?&in^^^i^"t:«l^m#bfco 

M'fb'&t) (571mg, IR^81%) ^ntzo . 
ill;^:232-233'"C 
FAB-Ms:412(MH+) 

1H-NMR( 300MHz, CDC13):8.23(lH,d,=1.5Hz),7.86(lH,dd,J=8.5,1.5Hz), 7.65-7. 
30(8H,m),7.13(2H,d,J=8.8Hz),5.16(2H,s),4.93(lH,qulnt,J=8.8Hz),2.40-1.60 
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(8H,]n) 

1 4 

2- (4-^>i?;V:t=3F->7 3i:=:;i/) - 5 - ^ - 1 -^/^^ p^^^^;^^^ 

HWJ 1 iilHillcb-CM'fb-^tJ (400mg) ^tffco 
FAB-Ms:394(MH+) 

lH-NMR(300MHz,CDC13):8.11(lH,s),7.68-7.30(9H,m),7.13(2H,s),5.16(2H,s), 
4. 94( IH, quint, J=8 . 9Hz ) , 2 . 35-1 . 60(8H, m) 
1 5 

2- (4 - i-S/^n^>^j\/^>'J^ ^V^J— 

SlJfe^iJ 1 4T•^#e>tlfe 2 - (4 -^>i^;i/:^=¥S>:7 x-;i/) - S-i^T^ - 1 
-t/^U^y^Jl^y^J^ S.V^J—)i' (400nig) >^a:5^;i'7';i/3— ;i/ (3ml) s tK 
(l.Sml) tM^bs b: K P ^ (141mg) StJ^fi* (ITOmg) ^^JP 

(312mg, W71%) <^^§feo 
Hl;^: 225-226 -C 
FAB-Ms:456(MH+) 

1H-NMR( 300MHz, DMS0-d6):8.20(lH,s),7.50-7.31(9H,m),7.12(2H,d,J=8.7Hz), 
5.15(2H,s),4.94(lH,quint,J=8.7Hz),3.61(3H,s),3.4G(3H,s),2.41-1.42(8H,m) 

mmm i e 

1 _,>^n^:3p->;i/- 2 - {4- [ {4- ( 4 - 7;b::tP 7 -2-^ 

xai : 4- (4 -7;P:rP7ir:;i/) - 5-t K P ^^S/^ ^^l/- 2 
:35ci^W (Chem. Pharm. Bull., 43(6), 947, 1995) J; DUMbfe 4 

- (4 -7;i/;rP7 X— ;b) - 2 5 

(59g) t b'P7^> (700ml) t^^^bs *^^T> TK^^bU^"^ 
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AT;i/^-e7A (13g) ^^Jn;?.30i9-M#bfco &^^m^Z7i(, (ISml) ^ 15%7^mit-^ 

hue^A (ISml) > 7jc (39iai) ^m^u^. miHLtz^m^^ ^mLito 

lH-NMR(300MHz,CDC13):7.60(2H,dd,J=8. 7,6. 6Hz), 7. ll(2H,t,J=8.7Hz), 4.80(2 
H,s),2.70(3H,s) 

x@2 : 5 -^J7n pp(^;i/-4 - {4-y }i:^uy :>^=.)V) -2-^5^;i/^T 

;i/ (37g) ^^DDJ^;i/A (500ml) til^filbs Jg-to^ah-;!/ (2 
4ml) s lfUe^> (2ml) ^M^. MM-e3I^Mti#bfco SjiK?K<&^7ktc:^^s ^ 

lH-NMR(300MHz,CDC13):7.67(2H,dd,J=8.8,5.4Hz),7.16(2H,t,J=8.7Hz),4.79(2 
H,s),2,73(3H,s) 

Xjg3 : 1 -i'^D^^i/;!/- 2 - {4- [ {4- {4 -y )]y:^uy 

-2-^^)v-5-'^T^JV)i} ^v^i^l 7 ^>\;-f 5 
- * ;i/ > 31 >^ ^ ;v ® 

Buxig-e^f 5 D pp<f-;i/- 4 - i4-y)i:tuy:jL~)v) -2-p< 
(28g) stJ^HM^JSt-tf ^jtLfc i -sy^ o^^i^;i'- 2 - (4- 
t h'D =3^5/7 j::=.;i/) 5 -*»;i/5}^>^ji5^>>^:i^x^;i' (36 

g) ^fflv^^ |^Jte«?iJ4i:P^©;^iS{cJ;Dam<b-&#i (61g, iR^100%) tintcc 

APCI-Ms:570(MH+) 

1H-NMR( 300MHz , DMS0-d6 ) : 8 . 25 ( IH, d, J=l . 5Hz ) , 7 . 97( IH, d, J=8. 7Hz ) , 7. 86( IH, d 
d,J=8.6,1.6Hz),7.74(2H,dd,J=8.8,5.5Hz),7.62(2H,d,J=8.7Hz),7.33(2H,t,J=8. 
9Hz),7.22(2H,t,J=8.9Hz),5.41(2H,s),4.34(2H,q,J=7.1Hz),4.31(lH,m),2.71(3H, 
s), 2.40-2. 15(2H,m), 2. 05-1. 75(4H,m),l. 55-1. 15(3H,m),1.36(3H,t,J=7.1Hz) 

l-t/i/U^^i^}V-2- {4- [ {4- (4 -7;i/3j-D7ii-;V) -2-7« 

5 -^tV u;i/} 7 1-;!/} ^^v^— 5 -*;v5i^ 
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mMmi 6T*#e)*tfe 1 -i/^D^=^S^;v- 2 - {4- [ {4- i4-yjV:^ 

D7ai-;i/) - 2 -;><^;i/- 5 -5^rv^u;i/} ^ V^i^l y ^>yw 5. 

^^J-}]/- 5 -i:j)Vyfs>m:^^)V:^:^y')V (60g) ^J|g^ 2 i:|^fi|CD:&^ 

{c:J;D«®<b-^«^ (39g. ljjl^69%) ^mtzo 

m;i^:196-198'C 

FAB-Ms:542(MH+) - 

1H-NMR( 300MHz , DMS0-d6 ) : 1 3 . 1 ( IH, brs ) , 8 . 34( IH, s ) , 8 . 29( IH, d, J=8. 8Hz ) , 8 . 06 
(lH,d,J=8.7Hz),7.80-7.72(4H,m),7.36-7.31(4H,B),5.46(2H,s),4.38(lH,iii),2.7 
2(3H,s),2.45-2.15(2H,id),2.15-1.95(2H,io),1.95-1.75(2H,iii),1.75-1.55(1H,b), 
1.55-1.20{3H,m) 

mnm i a 

iilwHUfcrL-CSS'fb'^!^ (50g) ^mzo 

mmm 1 9 

2- {4- [H;^ (3-7;V:;^D7i^;1/) h=^ri^] - 2 - 7;i/:^n 7 31- 

X^l ; 3, 3' -i^7;i/;rP'^>Xt: KD— 

ViJ^^e/t>AM- (35. 4g) CDTHF (200ml) rl^^Slii 3 e7^>i ^JDjIn 

5&^*s^^ 3-y)V:^ts-yvi^^>-\i> (250.0g) ®THF (lOOOml) 

S?K^U> (63. 2g) ©THF (200ml) 1 ^^d^ltt fST bfco 

Mts«^s^3o^ji#^s m.mmhT>'e=.*>A7mm (7oomi) ^^^^h^t 

?KTbs 7K (300ml) ^M^. lO^^^bfco il^KS^^M U ^kJl^i^^ 
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^tJ (156. 2g> W99%) ^mzo 

lH-NMR(300MHz,CDC13):7.31(2H,td,J=7.9,5.8Hz),7.15-7.80(4H,m),6.97-6.9 
4(2H,m),5.82(lH,d,J=3.3Hz),2.30(lH,d,J=3.3Hz) 
X@2 : 3, 3' -t^yMu^yx\i\( VJI^UV \f(Dmm 
luxar-^f ^tlfe 3 , 3' -i^7;i/;rD^>Xb KD— ;i/ (150. Og) © h;i/ac 
(400inl) 13, ^MT'b'Ui^> (539nig) ^Snx.feo :i ©^^g^c:J^'^b5^:4-- 
;^ (89. ig) ^s^ia-ciB^^A^tj-iSTb, miz2mmun\^tco ^f^umo'Cicis:^ 

^^izmmVs Mtil.5^F^m#bfeo (8.1g) 2^|lJitAnx.> 30^^ 

zK-??^5fe#bfco *^S?S«?i}^^v>/;f.iy>i7AT-^^> Miasms ^§^«%MJBEM5fe 
bs ^S-fb-^i^ (158. 2g, IR^97%) %l#fco 

lH-NME(300MHz,CDC13):7.32(2H,td,J=8.0,5.9Hz),7.18-7.10(4H,m),7.01(2H,t 
dd,J=8.2,2.5,1.2Hz),6.05(lH,s) 

Xjg3 : 2- {4- Cfcf;^ (3-7;i/;tD7 3i-;i/) p< N^S^] -2-7;i/:t 

nnm i 8"e#e>tife i -s/^p^^s/;i/- 2 - (2 -7;i/;4-p-4 -t kd 

31— ^>^/-f ^ ^^7— 5 (50g) St/^ 

tuxaic cfc 3,3' -$^7;V:rP^>Xt h' U Y (34g) ^feffi 

|IJte«?iJ4 J:I^Ifil0?5^l3<i; mMih-^m (76 g, iR^99%) ^^ffco 
FAB-Ms:585(MH+) 

lH-NMR(300MHz,DMSO-d6):8.24(lH,d,J=1.4Hz),7.98(lH,d,J=8.7Hz),7.88(lH,d, 
J=8.7Hz),7.56(lH,t,J=8.6Hz),7.50-7.40(6H,m),6.82(lH,s),4.34(2H,q,J=7.1H 
z),3.95(lH,m),2.20-2.10(2H,m),1.90-l,80(4H,m),1.6(lH,in),1.35(3H,t,J=7.2H 
z),1.30-1.20(3H,mz) 

mMm 2 0 

2 - {4 - [tr;:^ (3 -y )\y^X3y :^::z.)\y) pi h^i/] - 2 -7;!/:^ D 7 31::: 

HJffi^J 1 Q-e^f^jtife 2 - {4 - [If;^ ( 3 -7;i/;rD7ai-;i/) p( 
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5}^>'^3^^;i/j::j^7^;i/ (75g) mmm2 hmm(D:&mi^^*)s ^m<ja^m 

(48g, iR^62%) ^mito 

:24Z-243''C 
FAB-Ms:557(MH+) 

lH-NMR(300MHz,DMSO-d6):8.29(lH,s),8.16(lH,d,J=8.8Hz),7.99(lH,d,J=8.7H 
z),7.66(lH,t,J=8.7Hz), 7. 51-7.40(6H,m),7.30(lH,d,J=12.1Hz), 7,20-7. 14(3H, 
m), 6. 88(lH,s),4.07(lH,iii), 2. 40-2. 10(2H,m), 2.00-1. 75(4H,in),l. 70-1. 55(lH,m), 
1.50-1.15(3H,ii) 

mmm 2 1 

;w > ^ 3^ 5^ ;^ 5^ ;i/ 

mmmi hmmi^hxmmih'^'i^ (i2g) %wfco 

HJS^J 2 2 

2- (4 -T^ 7 - 1 -i/^D^>^;v^>v^-f ^ ^\/— 5 - 

IIJ|g««J2 l-e^#?>tu:fe 1 -i'^'D^^^^;!/- 2 - (4-- hp^ai-;!/) ^^i/ 
^^-r ^ 5 -*;i/5j^>^^^;vj^;^5^;Kl2g) ^^v^^Yuy^>{Z 

OOml) ^ (50ml) t^^^bs (50% wet, 

ig) *^D^^ m^i^flE7X^»bfeo ®^i^5S'jb> 5?s?&MflEMbfeo 

{37^ h^b h'D7^ >^SP;lJ^^'(bbs CltL^;iimb-C^ ^m^b-^*^ (llg, iR^ 
98%) ^nito 

lH-NMR(300MHz,CDC13):8.49(lH,d,J=1.3Hz),7.95(lH,dd,J=8.5,1.3Hz), 7.50-7. 
40( 3H, m) , 6 . 79( 2H, d, J=4. 6Hz ) , 4. 97(1H, quint , J=8. 9Hz) , 4. 40(2H, q, J=7. IHz ) , 3 . 

74(2H,brs), 2.40-1. 60(8H,m),1.41(3H,t,J=7.1Hz) 
2 3 

2- (4 -^>^/^;WT^ y 7 3i-;i/) - 1 -i/i7D^>^;i/^>^J^-f ^ 

|IJIi0!l2 2Tl#^nfc 1 -i^^D^>^;i/- 2- (4 ^ -/^ 7x:^;i/) ^> 
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i/f" ^ iT^/— 5 -5!3;i/;tf>^ji5^;i/3iX7^;u (soomg) (3ml) ^ 

^DP:^;i/A (3ml) izmmi^s (127mg) <^iP^^ ^Mfc:-r30^ 

mmih-^'^ (403mg, W100%) <&#feo 

lH-NMR(300MHz,GDC13):8.58(lH,s),8.00(lH,(i,J=9.0Hz),7.84(2H,d,J=7.5Hz), 
7.60-7.40(6H,m),7.14(2H,d,J=7.5Hz),4.84(lH,quint,J=8.7Hz),4.41(2H,q,J=7. 
5Hz),2.20-1.30(8H,m),1.41(3H,t,J=7.5Hz) 

mmm 2 4 

mMm2 3xn^ntz2 - (4 -^>y-f ^ y 7 3i:^;i/) -i-e/^o^ 

5.^$^^^— ;V- 5 (200mg) <&fflv^^ ^ 

FAB-Ms:426(MH+) 

1H-NMR( 300MHz , DMS0-d6 ) : 10 . 75 (IH, s ) , 8 . 35 (IH, s ) , 8 . 15and7. 85 ( 4fl, ABq, J=8. 
9Hz),8.10-7.98(4H,m),7.70-7.55(3H,m),5.02(lH,quint,J=8.7Hz),2.36-2.15(4H, 
m),2.14-1.95(2H,m),1.80-1.62(2H,m) 

mmm 2 5 

2- {4- [3- (3 -i^nP7air:;i/) ^xy^^f-^-] 731— 

|I^SfiaIlT*^#e)tlfe2 - [4- O-y^'ey j^^^p) -i-i/ 

^ p^:^i/;i/^>\/-f ^ y^/— 5 -ti)\/Tf^yWi:y^^)]/3:-7.'T)V (65g) ;Rt5 3 

-^rpn7ac^;i/Tj^-p>^ (23g) ^fflv^^ HJS^JS i:l^«l®:;&^fc: J: tJx ^fflfl: 

^tl (59g, 1R^85%) ^ntzo 

lH-NMR(300MHz,CDC13):8.51(lH,d,J=1.8Hz),7.99(lH,dd,J=8.7,1.8Hz),7.71-7. 

55(4H,m),7.51-7.43(2H,m),7.43-7.27(4H,m),7.19(lH,d,J=8.4Hz),7.12(lH,m),4. 

41(2H,q.J=7.2Hz),4.39(lH,m),2.42-2.22(2H.m),2.03-1.87(4H,m),1.79(lH,m),l. 

42(3H,t,J=7.2Hz),1.39-l.-29(3H,m) 
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mmm 2 e 

2- {4- [3- (3-'i7Uuy y3u^iri/-\ y =.}]/} -1-^^ 

mMm2 Btin^fiit 2 - {4- CS - O -^dp7i^;1') r?^:^ ^i/] 
■7 3^=.)^} - 1 -i/^'n^:^iy;v^>^/-f ;v- 5 

T.y'JliSQg) :&fflV^. «^?!12 ^S-fb-^i^ (43g, 1R2|S76%) 

lll;^:253-254'C 
FAB-Ms:523(MH+) 

1H-NMR( 300MHz, DMS0-d6 ) : 12 . 82 (lH,brs ) , 8 . 24( IH, d, J=l . 3Hz ) , 7. 98( IH, d, J=8. 
7Hz),7.89(lH,dd,J=8.7,1.3Hz),7.78(lH,s),7.72(2H,d,J=9.7Hz),7.70(lH,m),7. 
64-7.42(5H,m),7.25(2H,d,J=8.7Hz),7.20(lH,m),4.33(lH,m),2.39-2.17(2H,m),2. 
00-1. 76(4H,m),1.65(lH,m),l. 50-1. 22(3H,m) 

mmm 2 7 

2- [4- iZ-T-k h^i^y y - 

mmmitmmi^hxmM'it^m (87g) ^mtz^ 
mmm 2 s 

1 -i/^ D^dr>>;i/- 2 - [4 - (3-t h*Ddr$;-7 :c-;l/;r=3Fi/) 

mt^m2 7t?^ie>tlfe2- [4- (S-T-fe h:3ei/7i-;P:^^i/) 7 
- 1 -->^n^^e/;v^>\/^ ^ 5 - (87 

g) ^:?i^^VTJ]/=i—JU (250iiil) > 7^h^tKD7^> (250inl) HmMl^^ MWi 
i3^)^K (31g) ^JP^s ^Mlc:T:30^«#bfco ^^i^<&5Mbs 

(78g, IR^97%) ^ntzo 
lH-NMR(300MHz,DMSO-d6):9.71(lH,s),7.98(lH,d,J=8.7Hz),7.87(lH,d,J=8.7H 
z),7.68(2H,d,J=8.6Hz),7.24(lH,t,J=8.1Hz),7.18(2H,d,J=8.6Hz),6.63(lH,d,J= 
8.1Hz), 6. 57(lH,d,J=8.1Hz), 6. 51(lH,s), 4.38-4. 23(lH,m),4.35(2H,q,J=6.9Hz), 
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2. 36-2. 18(2H,m),l. 99-1. 78(4H,m),l. 71-1. 59(lH,m),l. 45-1. 20(3H,ib),1.36(3H, 
t,J=6.9Hz) 

mmm 2 9 

l-ty^u^^i/)]/-2- {4- [3- (4-liUi?;i/-?« h=^i^) 

mMm2 B,^n^fifzl-i/'^'a^^i/)\y-2- [4- O-t h-n^i^i^^ni 
-;v;t=3s=-i/) y xn;i/] /-i^y-f ^ ^y— 5 -*;i/^>^3if-;i/3i;^5^;i/ (7 
8g) :&5^^^;i/5^;i/AT^ K (800ml) t3!^.®bs :?Kl^T> 7Jcm'^b:^ h U A (6 
0%$ftffts 14g) ^Sn^s ^^at::TlKpP^«#bfeo Mji&^KS^Ki^Us 4-^j7DPp{ 
U (29g) 5&S^^30^^•M^^Ufe^^ ^MT-S^^«#bfco S^&^K 

m.mh^m (77g, itsi^82%) ^tt fee 

lH-NME(300MHz,CDC13):8.63(2H,d,J=6.0Hz),8.51(lH,s),7.99(lH,d,J=8.7Hz), 
7.66(2H,d,J=8.7Hz),7.62(2H,d,J=8.7Hz),7.36(2H,d,J=8.7Hz),7.31(lH,t,J=8.2 
Hz), 7.26(lH,s),7.16(2H,d,J=8.7Hz), 6. 79-6. 70(3H,m), 5. 09(2H,s), 4.47-4.31(1 

H, m),4.42(2H,q,J=7.0Hz),2.42-2.22(2H,m),2.04-1.71(5H,in),1.45-1.25(3H,m), 

I. 42(3H,t,J=7.0Hz) 
Hilg^J 3 0 

1 p^d^.>;V,_ 2 - {4- [3 - (4-t!U^^;i/^ h^S^) 7xc:i;i/;t 

mMm2 9-e^#^tifc 1 -e^i57n^dei^;i/- 2 - {4- [3- (4-l^'Ji^;i/ 

(60g) ^Sffiv^s ll»J2 J:l^1i©:&^{c:<k DM'fh-a-i^ (54gs JR 
^75%) §»feo 
i!l;^:235-237°C 
FAB-Ms;520(MH+) 

lH-NMR(300MHz,DMS0-d6):8.58(2H,d,J=6.0Hz),8.23(lH,s),7.96and7.86(2H,AB 
q,J=8.7Hz),7.68and7.17(4H,A'B' q, J=8.7Hz),7.44(2H,d, J=8.7Hz),7.39(lH,t,J= 
8.3Hz),6.90(lH,d,J=8.1Hz),6.84(lII,s),6.75(lH,d,J=8.1Hz),5.22(2H,s),4.40- 
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4.22(lH,m),2.40-2.19(2H,m),2.00-1.80(4H,m) 

mmm 2 4 1 

2 - {4 - [2 - (4 -^Dn7i-;i/) - 5 h ^i^^>P)V:t^i^l 7 

X3g 1 : 2 -:/P^- 5 hdpi^^>xr;i/7=t h*®^?^ 

3-^ h^$/^>Xr;i/7^t h' (15g) ^S^^ (75ml) lz^m\^s Wm. (15inl) 

fc^^pfbfe*^ (5.7ml) ^^iTu^ mw^m^mny^fzo s^&^st:* (isomi) 
^mx. mrnvtzmm^mm. 7m. mz^mhs mm^h^<^ (2ig, jr^88%) 

lH-NMR(300MHz,GDC13):10.31(lH,s),7.52(lH,d,J=8.8Hz),7.41(lH,d,J=3.3Hz), 
7.03(lH,dd,J=8.8,3.3Hz),3.48(3H,s) 
X@2 : 2 - (4-^OD73z^;V) -5-^ Y:ir->^yXTJly=\i KO^jt 
BuX@T'^#e)tlfc 2-Xp^-5-^ hdpiy^>X7';i/7=^t: K (lOg) 

IIJte^?>|5 i:ll=lto:&^fel^«fct)> ^S'fb'&ti (ilg, W96%) S^tfco 
lH-NMR(300MHz,CDC13):9.92(lH,s),7.50(lH,d,J=2.6Hz),7.48-7.14(6H,iii),3.9 

0(3H,.s) 

x@3 : 2- (4-^7DP7i-;i/) -5-p< h^->^>i?;b7;i/n-;v®^ 

HUXS-elf e>tife 2 - (4 -^PP7 3ir:;i/) - 5 - ^ h ^i^^>XT;V7^Vi 
K (lOg) ^T^h^th'P^^^ (30ml) IzmML. :Ln^7Km<tyt-s^m± h V ^ 
A (620mg) ^-f v:?'p t:;VT;i/3--;i/ (50ml) lc:^x^bfc*)Ofc:?lS"Fbs 

1%) ^mzo 

lH-NMR(300MHz,CDC13):7.37(2H,d,J=8.6Hz),7.27(2H,d,J=8.6Hz),7.17(lH,d,J 
=8.6Hz),7.11(lH,d,J=2.6Hz),6.89(lH,dd,J=8.6,2.6Hz),4.57(2H,s),3.86(3H,s) 
Xig4 : 2- (4 -^PP:7xn;i/) -5-p< h P U K©ii3ii 

fixa-et#f)nfe 2 - (4-i'PP7i-;i/) - 5 h^$/-<>i?;vT;i'n 
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(20g) ^mm:^^)V (lOOml) ^ l^US^> (0.5ml) IzmMh-. 1&it^:t=-)V 
(11ml) ^^STUm^^WiLfco M^&?St:zK^iP:?.s i^^3^^;i/"^ttmbfco m 

m^ML. mm<t-^m (leg, m74%) ^mzo 

lH-NMR(300MHz,CDC13):7.43-7.29(4H,m),7.17(lH,d,J=8.6Hz),7..05(lH,d,J=2. 
6Hz),6.96-6.89(lH,m),4.46(2H,s),3.86(3H,s) 
Xg5 : 2 - {4 - [2 - (4-^7pD73ir:;i/) -5-p< h ;!/::*- =^ 

p (4.og) , nMm3 hmMi^hxm^ntzi-->^u^^->}v-2- (4-11 

HP^$/7 ain;i/) ^i/^^-r ^ y^J—Jl- 5 (5.0g) 
*fflV^ll^fil^?lJ4 i;lnI=mo:^*&l-cJ: t)^ ^m^h-^m (6.0g, 1R^72X) *#feo 

lH-NMR(300MHz,CDC13):8.48(lH,s),8.00-7.93(lH,m),7.68-7.62(lH,m),7.54(2 
H,d,J=9.0Hz),7.41-7.16(6H,m),7.04-6.93(3H,m),4.97(2H,s),4.36(lH.m),3.94 
(3H,s),3.87(3H,s),2.39-2.21(2H,m),2.02-1.88(4H,n),1.85-1.45(4H,m) 

mmm 242 

2 - {4 - [2 - (4-^PO :7 - 5 - ^ h :JrS^^>i^;i/::t^5^] :7 

IIJ&«fy2 4 lT't#?>txfe2- {4- [2- (4-i>Dn73i-;v) -5-^ h 

-*;i/:J^>i^pt5^;i/:iiX7";v (5.0g) ^JIB^J2 i:imio»?£tc: j; d> ^ 

m^t-^!^ (5.1g, 1R^98%) feo 
APCI-Ms:568(MH+) 

lH-NMR(300MHz,DMSO-d6):8.30(lH,d,J=1.4Hz),8.24(lH,d,J=8.7Hz),8.03(lH,d, 
J=8.7Hz), 7.72(2H,d,J=8.7Hz), 7.51-7. 39(4H,m), 7. 34-7. 18(4H,m),7.11-7.03(lH, 
m),5.08(2H,s),4.35(lH,m),3.83(3H,m),2.40-2.18(2H,m),2.10-1.96(2H,m),1.93 
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-1.78(2Hm), 1.72-1. 18(4H,m) 

mmm 243 

2 - {4 - [3 - i4-'!7uuy JL-Jl) }^\)V>-2-^)]/:^ Y^t^'\ y x. 

3 - b h*Di|rS/l^r3 U >^ (l.Og) ^^tJ^y-;!/ (10ml) icMMbx ^SS^ (1. 

i^^i^'j7AT-^^tbfeo ^iE<&MEE@^b> m^^t^m (Tiling, 1R2^64%) 

lH-NMR(300MHz,CDC13):10.63(lH,s),8.28(lH,dd,J=3.7,1.8Hz),7.47-7.35(2H, 
m),4.06(3H,s) 

xa2 : 3 - ( h 'J 7;i/;^D^5^;i/;^;i'Ji^— ;l/5^:3f■i^) u 2 -:i7;i/5i^ 

tifX®-^ ^# tife 3 - t HD^i^t^n u (710mg) ^ h U 

(0.77ml) <&i^^PPptt$'> (7ml) Id^gflbs ^^T^ \>Vy)V:tvi 

?<^>xj]yn-^>mm7K<!^ (csemi) ^m^tco s^sms^mjcimls zi^mmi^i^ 

M7jc5iS^^<7^i^e7AT*^^gbfeo ^^i^MH©*b> SM-fb-^t/ (i.2g, m^d 

0%) ^mzo 

lH-NMR(300MHz,CDC13):8.80-8.73(lH,m),7.75-7.70(lH,m),7.63(lH,dd,J=8.2, 
4.5Hz),4.05(3H,s) 

XS3 : 3- i4-^tiU7:iL-)]/) i^>- 2 -it])],7t^yWty^^)Vx.y.^ 

(1.2g) <&fflv^^ ||»J 5 ai|§11t®;&?*lc<t t)x * 
S'fti-gri^(728mg,lR^69%) 5&^ffco 

lH-NMR(300MHz,CDC13):8.73-8.66(lH,m),7.77-7.68(lH,m),7.49(lH,dd,J=7.8, 
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4.5Hz), 7.46-7. 37(2H,m),7.32-7.23(2H,iB), 3. 80(3H,s) 
X@4 : [3- (4-^'DP7x^;i/) \^ 0 i^y- 2 JVl ^^J^y— 

m:Lmi!m^fitc3- (4 -;^Pn7i-;i/) t! U 2 

(720ing) ^7"h^t:h*P7'7> (lOml) {cMb^^tfco CltlfcTK 
m^ftV^^ATJlS^-rt?/^ (leOmg) =^jP^s l^^ii#Ufeo (1. 
6iBl) . 15%7m>fb:M^ U 'i?^ (1.6ml) s tK (4.8ml) ^m^^^^^i 

n-^=3p1?-> ;@^^j:^;i/=l : 1) nm^i^Xs mm^b^<^ (208Bg, JR2^32X) 

lH,NME(300MHz,GDC13):8.60(lH,dd,J=4.8,1.5Hz),7.60-7.55(lH,m), 7.40-7. 48 
(2H,m), 7.29-7. 36(lH,m), 7.27-7. 20(3H,m), 4. 63(2H,s) 
X@5 : 2- {4- [3- (4 :n-;i/) U 2 --f ;i/p< h=3r 

gfrxa-e^Sfenfe [3- (4-^pP7ai-;i/) u 2 — f 

— ;i/ (200mg) <fe^PPJ}>;bA (3ml) Id^fllUs Jl'fb^:^-;^ (0.13ml) s t: U 

M.TK K (3ml) izmmv. mMms hmmizvxm^ntc i-i/^tJ^^-yjv- 

2- (4-b KP^iy^ai^;!/) ^y'j-i ^y-J—)i- 5 --^jv^^ym:^^)^^ 

Xy'JV (232mg) > ^^*U'>A (250mg) ^JD^. 80°Ct*3li$F^^#bfco S/i&^S 

pv h^^7-f- mmmm n-^^it> :s^^ai^;v= 1:2) "Ciiiiib. mm 

ih^^ (246mg,W68%) ^ntco 

lH-NMR(300MHz,CDC13):8.71(lH,dd,J=4.7,1.4Hz),8.49(lH,d,J=2.1Hz),7.96(l 

H,d,J=10.2Hz),7.71-7.62(2H,m),7.53(2H,d,J=8.7Hz),7.45-7.34(5H,m),7.04(2H, 

d,J=8.7Hz),5.14(2H,s),4.48-4.29(3H,m),2.38-2.19(2H,m),2.02-1.22(llH,m) 

mmm 244 
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2 - [4 - ( 2-yu=E- 5 - t e r t -z^ h^i^-^)V^=-)i/^yi?J]/>i-^i^) 

3 (25 g) -^V^uxi^^y (200ml) IcS^^Us 
il-fbr^f-^Jr-b-U;!/ (12ml) s l> )^^}\/'^-)\^ h.'F X Y (Mi«») ^^a^^ ^MT-2B$^ 
^J^bfeo t P 7 -7 > (200ml) \z.mm\^^^ 

bfeo cnts T^h^tiKPy'^y (150ml) {c^^PfUfe* ue/A-tert-::/ 

®*bs ^^'fb^t) (27g, It$i*85%) :&f#feo 

lH-NMR(300MHz,CDC13):7.83(lH,d,J=2.2Hz),7.67-7.53(2H,m),2.43(3H,s),1.5 

8(9H,s) 

X® 2 : 2 - [4 - (2-:/P^-5-tert - y h =3ei/:i7;i/7i<-;i/^>e^ 
;i/::r^$^) 7 - 1 ->>^ p^:3e->;i/^>\/>f ^ 5 - A;V5J^> 

tuxig-e^#^nfc4 -yp^ - 3 - t e r t -■7'^)\f:x.7.=r 

;i/ (7.0g) 2S^t>*|im^J3 i^|Bl^l3UT#e.nfel-i^^D^dpi/;i/-2- (4- 
t KP^iy^ zc:^;v) ^>^/-f ^ 5 (6. 

3g) *^V>s ms^J4 J; ^^<b^tl (8.8g, JR^77%) <&#fco 

lH-NMR(300MHz,CDC13):8.49(lH,d,J=1.5Hz),8.21(lH,d,J=2.1Hz),7.97(lH,d,J 
=10.2Hz),7.82(lH,d,J=10.2Hz),7.71-7.58(4H,m),7.16(2H,d,J=8.7Hz),5.23(2H, 
s),4.38(lH,in),3.95(3H,s),2.40-2.23(2H,m),2.04-1.90(4H,m),1.84-1.73(lH,m), 
1.59(9H,s),1.44-1.27(3H,m) 

%mm 2 4 5 

2-{4-C5-tert - :/ h 2 - ( 4 - ^ p p 7 ai^;i/) 

m£«?!l2 4 4T!f#^nfc2 - [4- ( 2 -:/P^- 5 - t e r t h^^S/* 
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-5-*;v5j^>^^^;i/:n;^7^;i/ (4.5g) J^fflv^^ mMMB hLmm(o:^^iz^\)^ 

rnmnj^!^ (3.6g, mmist) *wfeo 

lH-NMR(300MHz,CDC13):8.48(lH,s),8.27(lH,d,J=1.8Hz),8.04(lH,d(i,J=7.9,l. 
5Hz),7.96(lH,dd,J=7.0,l-5Hz),7.65(lH,d,J=8.6Hz),7.55(2H,{i,J=8.6Hz),7.43- 
7.32(5H,m),7.01(2H,d,J=8.6Hz),4.99(2H,s),4.43-4.29(lH,m),3.95(3H,s),.2.41 
-2.21(2H,m),2.02-1.89(4H,m),1.82-1.73(lH,m),1.62(9H,s),1.46-1.28(3H,iii) 

mmm 246 

2- {4- C 5 2 - (4-^DD73::n;V) 

llll^J2 4 5T-t#e>tifc 2 - {4 - [5 - t e r t -■:/h^5y:i3;i/5}?-;V- 2 
- (4 -^7 D □ 37 > y ^l-}]/} - 1 -i/ ^ m^^i^jl/^ 

>\/-f ^^\/— 5 -;b;i/>Jf>mp<^;i/3:-:^5^;i/ (3.5g) ^i^^ViU;><^> (3 
5ml) (c:^f?bx hV7)l:^T^WM (35inl) <&Sn:^^?aT-l^^«?^bfco 

bfcJ^^^^IJls MBE?gilbT*@^b-^i^ (3.3g, iR^97%) *»fco 

lH-NMR(300MHz,DMSO-d6):8.33(lH,d,J=1.5Hz),8.29(lH,s),8.24(lH,d,J=1.8H 
z),8.09-8.00(2H,m),7.74(2H,d,J=8.6Hz),7.61-7.44(5H,m),7.24(2H,d,J=8.6Hz), 
5.19(2H,s),4.36(lH,m),3.93(3H,s),2.37-1.21(10H,m) 

mmm 2 4? 

2- {4- [2- (4 -^^DD7xr:;i/) - 5 -;>«^;i/*;i/>'^^'f 

|ISIg^?!l2 4 6-e#e>nfc 2 - {4- [5 2 - (4-i7DD7 3i 

5 -*;i/4^>^^^;i'J^^7">'V (400mg) (5ml) IzM 

a3U ig-fbrr^-lJ-U;!/ (0.08ml) s ^;i/3^;VAr ^ K (MIKM) ^SD:1^M 

T?2i^Kai#Lfeo s.mm^mmmmv. mm^i^^tin^i^> (5mi) 
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fco Zti^. m^^J^yT^yykmWL (5ml) . 7^h^th'P7^> (Sml) (DM 

lf;Vji-5^;VT"3ig^'fbbfeo ^Lfi^M^. MJEIS^t LT^M'fti-^tl (335ing, W 
86%) ^ntzo 

1H-NMR( 300MHz, CDC13 ) ; 8. 47( IH, s ) . 8. 06 ( IH, d, J=l . 8Hz ) , 7. 96 ( IH, dd, J=8. 6,1. 
5Hz),7.82(lH,dd,J=8.2,2.2Hz),7.64(lH,d,J=8.6Hz),7.54(2H,d,J=9.0Hz),7.44- 
7.31(5H,in),6.99(2H,d,J=9.0Hz),6.35-6.26(lH,m),5.00(2H,s),4.35(lH,in),3.95 
(3H,s),3.05(3H,d,J=4.8Hz),2.40-1.24(10H,m) 

mmm 248 

2- {4- [2- ( 4 o o 7 x:=.;i/) - 5 

mMm2 4 7 -t^n^ntz 2- {4- [2- (4-^?dp7x^;1/) -5-p<^ 

^J—)V~5-itj)V-!n>m:^^)^^:^y')^ (ISOmg) > 7^h^t:Kn7^> (2b1) 
<&fflV^s 5l»J2 J:|rI1«cd;5^{c J;D^ ^M-^*^ (141mg, JR^QOX) ^ntzo 
APCI-Ms:594(MH+) 

lH-NMR(300MHz,DMS0-d6):8.65-8.58(lH,m),8.27(lH,d,J=1.5Hz),8.21(lH,d,J= 
8.2Hz), 8. 15(lH,d,J=1.5Hz),8.05-7.90(2H,m), 7. 70(2H,d,J=8.6Hz), 7.56-7.43(5 
H,m),7.21(2H,d,J=8.6Hz),5.14(2H,s),4.34(lH,m),2.81(3H,d,J=4.5Hz),2.39-l. 

19(10H,ii) 

mMmii^^ 3 ojsLrj^mmm2 4 1 2 4 a }imm^j^:^mizxy). ^tcj^m 
izji^'.i^^cDmw^^^^-^^^tizji^y), mMM 3 1 a^^) 2 4 ^ite^j2 4 9*» 

3 2 7s 7 0 1s MV^ 1001;5)^e.l559 ^mtzo it^m^^JBi.V^^\&iM^ 
^ 1 ;?3rM 1 7 7 s St>* 1 8 5 2 1 2 ici^fo 

mmm 5 0 1 

2- {4- [2- (4 -e7nD7x:n;i/) - 5 h ^i/'^>i^;V;4-^i^3 7 
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s-yu^E- 4-y;]y^u^m.mm. (2.0g) ^^^y— (20ml) t^^bx 

mmm (2nii) <&jdx.s sBtp^M^^ufeo ^mm^^}^7kiz^^s g^^j^^;^ (somi) 
T-ittmbfeo ^:^e*7K (30ml) > m-Mm7K (30mi) -e^5fe#b^ mm-^v^)^ 

A7!%ms ^M^. mm^m&^^htzo BS*i^^^;V^;i/>^=¥i^h* (ZOml) 
C^g^Sbs iy'!7t3^^ty)\/T^> (10.3ml) *j!)P^> 120-C-C$^^Si*bfco 

^S*m^ni>m7K^^S (100ml) fc^^s f^^:n9^;v (100ml) famb;feo 

S?&7jc (50ml) . mm-kMyi^. (50ml) Ti^fc^s h U ATJie^^N ^M^. 

> :mm:^^)\^ = 10 : 1) T'JKMbs ^S^fb^t) (2.6g, W92%)^#fco 
IH-NMR ( 300MHz, CDC13): 8. 10(lH,d,J=1.9Hz), 7.83(lH,dd, J=1.9Hz,8.6Hz), 6. 

59(lH,d,J=8.7Hz), 4.73(lH,brd, J=7.3Hz), 3.85(3H,s), 3.38(lH,m), 2.10-2.0 

0(2H,m), 1.90-1.20(8H,m) 
X3g2 :4' - (4-3— K7aiy^S/^^;i/) -4-;^ h^i^ 

4_3_ ).':7 (5.0g) ^^^-b h> (50ml) ^3^Pb^ j^i^:*rUe/A (4. 

7g) > nMm2 4 l(Dm4:JiWcn^ntc4' -^na-2-^no^^;i/-4- 
p< h:^i/tf:7:cr:;i/ (6.0g) ^M^. lO^KjlilKbfco Si;&?S^Mb> 4 NtK 
^'(b:^ h U e^AzKM (50ml) ^M^tzo *f m bfeM^^^Sims *^5fe^ MJEI^J^ 
b> mmih^m (lO.Og, W98%) :&fffeo 

lH-NMR(300MHz,CDC13):7.52(2H,d,J=8.9Hz),7.35(2H,d,J=8.5Hz), 7.27-7.20(3 
H,m),7.12(lH,s),6.95(lH,d,J=8.5Hz),6.62(2H,d,J=8.9Hz),4.84(2H,s),3.85(3H, 

X^3 : [4 - (4' -^OD-4-^ h tf 7 2 --f h=¥e/) 

BuX®-C#e)nfe4' -^PD-2- (4-3-h'7aiy:api^^^;i/) -4- 
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pi b^aei/tr^x^;!/ (7.0g) ^Ti2b-hU;i/ (SOml) {3^fi?bx 

>;;vT-b5=-i/> (2.3g) , 5^ h^^:^ b U 7 

(1.8g) . 3^im (I) (0.6g) s hUai5^;i/T^> (50ml) ^M^. ^ST? 
iSI«m#bfeo Kji&?S5&milU^ tK (30ml) 5&iP;tx (SOnl) T?«im 

bfeo «^]g^7k (30ml) s maiki^Tk (30ml) T-^5fe#^ h U '>A-e^!(^. 

n-^^-9-> : i^^:nf^;i/ = 10 : 1) xm^V. ^^-fb-^tJ (5.1g, iK^79%) 

fco 

lH-NMR(300MHz,CDC13):7.37(2H,d,J=8.9Hz), 7. 34(2H,d,J=8.2Hz), 7.28-7.21(3 
H,m),7.13(lH,s),6.94(lH,d,J=8.2Hz),6.75(2H,d,J=8.9Hz),4.87(2H,s),3.85(3H, 
s),0.23(9H,s) 

: 3- [4- (4' h ^ix hT 7 2 h 

B^rx^-e^§e)nfc C4- (4' -^^pd- 4 b^^'tr7 3i^;b- 2 -w" ;v 

;^h^$^) 7 hij^^;i/i^^> (5.1g) ^;>^^^—)V (50ml) s 

^DD^x;i/A (50ml) {c^gfi?b^ J^^^y^A (2.5g) %j!^P;t^ ^M-C3l^^m 
#bfec R^^m^mmL. 7K (30ml) ^JP^s i^^cn^^;^ (50ml) T-ttttlbfeo 
y^mm^yk (30ml) . mm-MM7k (SOml) -^-^Jfe^f^s m:^hU'i'AT-^i>lS> 551 
«^MffiS*befeilg^ (3.8g) >&^#fco dOa-feJ^S (2.3g) %r-feh 
y;P (10ml) {c^^b> xal^^i6.nfe3-:/P^-4-i/^:7D^^iy;^T 
^y^as^;**^;!^^;^^^;!/ (l.Og) ^ h^^:^ h U 7 7 ^.'^ 
^P^l^mi^ (0.4g) s H'i/'fbffl (I) (O.lg) ^ (lOml) :g 

mx. ioo°cT-)^^ffi#bfeo Mjf&t'S^MH^i^b^ 7X (30ml) ^M^. mm^^ 
;i/ (50ffli) -rjAmbfeo mmm^7K (somi) s ggfat^JSTK (30ml) -^mw^ mm 

im^mm n-^^v-> :mm=!^^)\^=s:i) -^mmiy^ ^M^b-^^ (o. 
9g, umm^nito 

lH-NMR(300MHz,CDC13):8.03(lH,s),7.84(lH,d,J=8.7Hz),7.42-7.22(7H,m),7.1 
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5(lH,s),6.95(lH,d,J=8.2Hz),6.85(2H,(i,J=8.8Hz),6.59(lH,d,J=8.8Hz),5.07(lH, 
brs),4.91(2H,s),3.86(3H,s),3.85(3H,s),3.42(lH,m),2.15-2.00(2H,iB),1.80-l. 
20(8H,m) 

X@5 : 2 - {4 - [2 - (4 - ^?PD7xr:;v) - 5 - h^^^>i^)V:t 
y - 1 -i/^u^^i^)]/- iH--f > K— 5 -*;i/5jt>^^^ 

luX^T'fte>tlfe 3 - [4- (4' -:^nD-4-^ h tT^ 2 - 

x;^5^;i/(0.5g) <&N, N-i^p<^;i/5i^;i/A7'^ K (Sml) «::^«?bs 3 "i^-ftifH ( I ) 
(0.17g) mn^. 180'C-e3I^^M^bfco -SJJ&M'&^Tit-^ClttiJ: tJ^^tl* 
m^fe^s tK (10ml) ^mX. (SOml) Tttmufco (10 

ml) ^ fafn:^Jg7K (10ml) "e^Jfe^s h U 'i'AT-Ms ^tI^s ^^S^^MEE 

i^ij5?3'i;';i/:7^>y i/j.^p-x' hy^7^- (Jill@^i« n-^^^-lfy : fi^^J^ 
^;i/ = 8:l) T-WMU ^®<b-^t) (0.27g, IR^55%) <&l#fco 

lH-NMR(300MHz,CDC13):8.34(lH,s),7.85(lH,d,J=8.8Hz),7.62(lH,d,J=8.8Hz), 
7.40-7. 18(8H,m), 7.00-6. 94(3H,m), 6. 48(lH,s),4.95(2H.m).4.18(lH,m),3.93(3H, 
s),3.88(3H,s),2.45-2.25(2H,m),1.95-1.20(8H,m) 
5 0 2 

2- {4- [2- (4 -^'Dp:?!-;!/) - 5 h 7 

- 1 -iy^P^dpi^;!.- 1 H-'f > h*-;i/- 5 -:b;b>tt>|^©Mit 
HJS^JS 0 l'Qn'bnfz2- {4- [2 - (4-^'DP73^-;i/) - 5 h 

;i/5i?>mp«^;i/3iX7^;v (0.27g) II5IB^J2 ^M-fb 

•^tl (0.19g, IR^71%) 5fef#fco 
APCI-Ms:566(MH+) 

1H-NMR( 300MHz , DMS0-d6 ) : 1 2 . 43 ( IH, brs ) , 8 . 20 ( IH, s ) , 7 . 79 ( IH, d, J=9 . 3Hz ) , 7 . 7 
2(lH,d,J=9.0Hz),7.50-7.20(8H,m),7.07-7.03(3H,m),6.53(lH,s),5.01(2H,s),4. 
13(lH,m),3.83(3H,m),2.35-2.25(2H,m),1.85-1.10(8H,m) 
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To 

mmm e 0 1 

2- (4~^>^}l^:t^i/y 3^=-;V) - 3 -i^^ti^^^))/-( [1,2 

-a] tru 7 -3!3;i^4-^>^^5^;i/^;^5^;i/®M3i 

4-^>i^;i/;^^S^^m#^ (5.0g) ^ N, 0-i^;^^jm \fa^i^)]/T^>m. 
mm (2.5g) H (50ml) ic^^bs 1- {3-i^^^)\^T 

S.^yu\fjv) -3-cii^;i/*;i/7rcs;^ ^ \'mmm (S.Og) . l-bKn^^e^^ 
>^Jh VT'J-)V (3.5g) s hUa:f-;VT^>' (3.6ml) ^^IP^^ ^M-e^lSJUif 

lH-NMR(300MHz,CDC13):7.22,2H,(l,J=8.8Hz),7.28-7.46(5H,m),6.97(2H,d.J=8. 
8Hz),5.10(2H,s),3.56(3H,s),3.35(3H,s) 

: 1- (4 -'^VS^^V^t^^ei/;? 3i::i;i/) - 2 - S^-i^ u^^^)]/x.^ > 

•^^^i^^h (470mg) h^h h'07^> (2ml) tcig^b^ $/e7D^=api/ 
;i/^^;v:/p^ h* (3.4g) ^^t^t-^iST bfeo ?ilTt^s MJ^^rt ^60°Ct*30^«# 
bfco SJi&^S^fiJt^^fU> 7^b5tFD7^> (5ml) T-#f^bfeo mixaT-t#6*L 
fc4-^>i;;V5r^S/-N-p< h^i^-N-^^;i/^>Xr^ K (3.4g) -^t" V 
^tKP7^> (10ml) l::^Mb. ^ST'R^&?St:?g|Tbs 2I^Kjt#bfco 

^D:ftJ^2K-e^5fe?tb^ ^7M^-^^^i^'i7A-^^^tbs ?gj«%Mffi@*bfco 

= 9:1) -cMMb^ mm<h^m o.sg, nx^sex) ^^#fco 

lH-NMR(300MHz,CDC13):7.93(2H,(i,J=8.8Hz),7.28-7.46(5H,m),7.00(2H,(i,J=8. 
8Hz),5.13(2H,s),2.76(2H,d,J=6.8Hz),1.95(lH,m),0.78-1.82(10H,m) 
Xig3 : 1- i4~^>i^)\^:t^^>y - 2 -zTti^t- 2 -iy i7 
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3:-^y> (l.Og) ^1, A-V-t^'^y (10ml) iC^^SLTs (O.lTml) S 

i^^iKJEg* b feo ^ i> u * >^;v 7 ^ y :x ^ n V h 7 ^ - 
n-^=^-9-> :B^^J^5^;V=9 : 1) T')lii^Ls mMih-^^ (696iiig, JR^55%) 

1H-NMR( 300MHz , CDC13 ) : 7. 98( 2H, d, J=8 . 9Hz ) , 7 . 28-7 . 48 ( 5H, m) , 7 . 02 ( 2H, d, J=8 . 
9Hz),5.14(2H,s),4.89(lH,d,J=9.3Hz),0.86-3.30(llH,m) 

[1, 2 -a] u s^>- 7 

&m(D:^m (#l§¥08-048651-^) iz^y) M^t Ufe 2-T^yi^»;i?>-4-* 

(2l4mg) . Buxa-e#e)tife i - (4-^>>:^j]^:t^ty 
731— - 2 -:rD^- 2 -i^^o^=^i';i'j:^;J'-^ > (500iBg) > j^m* U -^A 

(356lllg)^l4o»ct?5^K«^fbfcoS^&^^gsst^^l/s i7uu-^^)]/A^mx^mm^ 

n-^^V-> :®^^cc5^;i/= 1:1) -eMMb^ ^^-fb^^ (95iiig, UWl) 
APCI-MS : 455 (MH+) 

lH-NMR:(300MHz,CDC13):8.33(lH,s),8.21(lH,d,J=7.5Hz),7.55(2H,d,J=8.7H2), 
7.25-7.50(6H,iii),5.13(2H,s),4.41(2H,q,J=7,lHz),3.25(lH,iii),1.41(3H,t,J=7.1 
Hz),1.15-2.00(10H,m) 

mmm go 2 

-a] \^vt^>-7 -ti)iyr^>m(Dmm. 

BuX@-e#e>tife 2 - (4 -^>i^;i/;r^S^:7 3i-;i/) - 3 o^drS/;i/ 

-(^V^J [1, 2 -a] U S^>-7 -;i7;i/3j^>^ac:5^;i/a:;;^7";i/ (95nig) 

^}[i^J2 i:l^^«c;&^*K:J; t>s ^Mfb^tJ (33mg, 37%) ^mtzo 
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APCI-MS : 427(MH+) 

lH-NMR{300MHz,DMS0-d6):8.67(lH,d,J=7.3Hz),8.08(lH,s),7.25-7.58(8H,ii),7. 
13(2H, d, J=8. 7Hz), 5 . 17(2H, s ) , 3. 23(lH,in) , 1 .25-2. 10( 10H,m) 
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^ 1 



mmmm-^ 31 


IH mR(8) ppm 
300MHz, CDC13 

7. 81(2H,d,J=6.6Hz).7.60( 
2H, d,J=8.8Hz),7. 51-7, 21( 
8H,ni),7. 11 (2H, d, J=8. 8Hz) 
, 5. 15 (2H, s) , 4. 93 (IH, quin 
t, J=8. 8Hz) , 2. 36-2. 32(2H, 
m) , 2. 09-2. 04 (3H, m) , 1. 75- 
1.68(3H,in). 




> 9 0% (NMR) 


MS 369 (M+1) 




mmmm^ 32 


IH NMR(6) ppm 

300MHz, CDC13 
8.51(lH,d, J=1.5Hz),7.98( 
IH, d, J=8. 4Hz) , 7. 61 (2H, d, 
J=8. 7Hz) , 7. 56-7. 10 (6H, m) 
,7. 12 (2H, d, J=8. 7Hz),5. 15 
(2H, s), 4. 94 (IH, quint, J=9 
.3Hz),4.41(2H,q, J=7.5Hz) 
. 2. 40-1. 50 (8H, m) , 1. 41(3H 
, t, J=7. 5Hz) 




*fi^ > 9 0% (NMR) 


MS 441 (M+1) 




33 


IH NMR(5) ppm 

300HHZ. CDC13 

7.84(1H, s),7. 61 (2H. d, J=9 

.0Hz),7.58-7. 30(7H,m).7. 

12 (2H. d. J=9. OHz) , 5. 15 (2H 

, s) . 4. 94 (IB, quint, J=8. 7H 

z),3. 10(6H,brs), 2. 40-1.5 

0(8H.m) 




*fi^ >9 0% (NMR) 


MS 440 (M+1) 
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m 2 





34 


IH NHR(5) ppm 




o 


300MHz, CDC13 
8.20(lH.s).7. 50-7. 31 (9H. 
m) , 7. 12 (2H, d, J=8. 7Hz) , 5. 
15 (2H. s), 4. 94 (IH, quint, J 
=8. 7Hz) , 3. 61 (3H. s) , 3. 40( 
3H,s),2. 41-1.42(8H,id) 


>9 0% (NMR) 




MS 


456 (M+l) 





mi&mm^- 35 


IH NMR( 5 ) ppm 

300MHz, CDC13 

7.91(1H. s),7.59(2H, d. J=8 

.7Hz),7.49-7.30(7H,m),7. 

ll(2H,d, J=8. 8Hz),5.15(2H 

,s),4. 19 (IH, quint, J=8.8H 

z),2. 41-2.22(2H,in),2.J3- 

1.49(14H,nO 


0 


>9 0% (NMR) 


MS 427 (M+l) 




mmmm^ 36 


IH NHR(d) ppffl 

300MHz. CDC13 
8.40(1H, d, J=1.4Hz),7. 95 ( 
IH. dd, J=8. 6. 1.4Hz).7. 61 ( 
2H. d,J=8. 7Hz),7. 57-7. 30 ( 
6H,m).7. 13(2H,d. J=8.7Hz) 
.5. 16 (2H, s),4. 95(lH,quin 
t. J=8.8Hz),2.64(3H.s),2. 
40-1. 54(8H,m) 


0 


*B-K >9 0% (NMR) 


MS 411 (M+l) 
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m 3 



mmm^-^ 37 


IH NMR(d) ppm 

300MHz, DMS0-d6 
10.47(lH,brs,),9. 15(lH,b 
rs),8. 40 (IH, s),8.07(lH,d 
, J=9.0Hz).7. 93 (IH, d,J=8. 
7 77f2H d T=R 7H7^ 

7.55-7.29(7H,in),5. 26 (2H, 
s) . 4. 93 (IH, quint, J=9. GHz 
),3. 77-3. 63(2H,m),3. 39-3 
.23(2H.m).2.84(6H.d.J=4. 
8Hz),2. 32-1.60(8H,iii) 


1 j! 

2H0I /j 


>9 0% (NMR) 


MS 483 (M+1) 




mmm^^ 38 


IH NMR(5) ppm 

300MHz. CDC13 
8.69(1H, s).8. 19 (IH. d,J=9 
.0Hz).7. 62 (2H, d, J=8.7Hz) 
,7. 54(lH.d.J=9. 0Hz),7.48 
-7. 36(5H,ni),7. 15 (2H. d.J= 
8. 7Hz),5. 17(2H,s),4.98(l 
H. quint, J=9. 0Hz),2. 27-2. 
07 (6H, m) . 1. 82-1. 78 (2H. m) 


b 


> 9 0% (NMR) 


MS 414 (M+1) 



mmmt 


39 


IH NMR(5) ppm 


HCI 


^^v^N /==\ 

O 


300MHz, DMS0-d6 

7. 84 (IH, d,J=9.0Hz),7.79( 

2H,d,J=8. 7Hz),7. 52-7. 33 ( 

8H,m).7.26(lH, d, J=9.0Hz) 

,5. 27 (2H. s).4.92(lH,quin 

t. J=9. 3Hz) , 2. 19-1. 70 (8H, 

m). 


am 


>9 0% (NMR) 




MS 


384 (M+1) 
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m 4 



mt^m^^- 40 


IH NMR(fi) ppm 
3OOMH2, CDC13 

7. 72 (IH. s).7. 60-7. 35(10H 
,ib),7. 10(2H,d,J=8.7Hz),5 
. 14 (2H, s),4, 90 (IH, quint, 
J=8. 8Hz) , 2. 29-2. 19 (2H, m) 
,2. 19 (3H, s),2. 19-1. 74 (6H 
, m). 


H 

6 


*fiS? > 9 0% (NMR) 


MS 426 (M+1) 




mi&mm^ 4i 


IH mR(8) ppm 
300MHz. CDC13 

7.66(lH,s),7.61(2H,d, J=8 
.8Hz),7. 50-7. 28(7H.m),7. 
12 (2H, d, J=8. 8Hz) , 6. 86 (IH 
,brs),5. 15(2H,s),4.94(lH 
, quint, J=8. 8Hz) , 2. 97 (3H. 
s).2. 29-1.76(8H.iii). 


H 

0 


> 9 0% (NMR) 


MS 462 (M+1) 




mmm^-^ 42 


IH NMR(5) ppm 
300MHz. DMSO 

B.lKlH, s),7.8l(lH.d,J=8 
.4Hz),7. 72(lH,d, J=8.4Hz) 
,7. 65 (2H, d, J=8. 4Hz),7. 51 
(2H,m),7.43(2H,m).7. 37(1 
H,m),7.29(2H,s),7. 23 (2H, 
d. J=8.4Hz),5. 22(2H,s).4. 
89 (IH, quintet, J=9. 2Hz) , 2 
.2-2.0(6H,ib), 1.7(2H,m). 


0 


>9 0% (NMR) 


MS 448 (M+) 
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n 5 







43 


IH NtIR(5) ppm 


0 


D::h 
b 




300MHz, DMS0-d6 

8. 33(lH,s).8. 08(lH.d, J=9 

.0Hz),7.99(lH,d,J=9.OHz) 

.7. 47-7. 41(4H,in).7. 33 (2H 

,d, J=8.4Hz),5. 22<2H, s),4 

. 96 (IH, quint, J=9. OHz) , 2. 

25-1.60(8H.m),l. 30 (9H, s) 


MS > 9 0% (NMR) 




MS 




469 (M+1) 





mmm^ 44 


IH NMR(6) ppm 

300MHz. MS0-d6 
12.9(2H,brs),8. 25(lH,s), 
8. 00 (2H, d,J=7.8H2),7. 90 ( 
lH,d, J=8.4Hz).7. 74 (IH, d. 
J=8. 7H2) , 7. 67 (2H, d, J=9. 0 
Hz), 7. 62 (2H, d. J=8. lHz),7 
. 24 (2H, d, J=8. 4Hz) , 5. 32 (2 
H, s) , 4. 88 (IH, quint, J=9. 0 
Hz, 2. 25-1.60(8H.b). 


0 


^flf >9 0% (NMR) 


MS 457 (M+1) 




%mmm%- 45 


IH NMR(5) ppm 

300MHz, DMS0-d6 
13.4(lH,brs),8. 32(lH,s), 
8. 06 (IH, d, J=8. 7Hz),7. 97 ( 
lH,d, J=8. 7Hz),7. 79(2H,d. 
J=8. 8Hz) , 7. 56-7. 48 (4H, m) 
,7. 33 (2H, d, J=8. 8Hz),5. 27 
(2H, s) , 4. 95 (IH, quint, J=8 
.9Hz),2.30-1.60(8H,n}. 


0 


*6S > 9 0% (NMR) 


MS 447 (M+1) 
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m 6 




46 


IH NMR(6) ppm 

300MHz, DMS&-d6 
8,33(1H, s),8.07(lH,d, J=8 
.7Hz),7.98(lH, d, J=8. 7Hz) 
,7.80(2H, d,J=8. 4Hz),7.34 
UH, d, 8. 4Hz;, 7. 19(111, d, J 
=3.6Hz),7. 09(lH,d, J=3.6H 
z) . 5. 41 (2H, s) . 4. 95 (IH, QU 
int. J=8. 7Hz), 2. 30-1. 60(8 
H.m). 


0 




mm 


> 9 0% (NMR) 


MS 


453 (M+1) 






47 


IH NHR(5) ppm 

300MHz, DMS0-d6 

8. 33(lH,s).8. 07 (IH, d.J=8 

.4Hz).7.98(lH, d, J=9.0Hz) 

, 7. 82-7. 72 (6H, m) , 7. 35 (2H 

, d, J=9. OHz) , 5. 40 (2H, s) , 4 

. 95 (IH, quint, J=8. 7Hz) , 2. 

35-1.60(8H,m). 


0 




^iM >9 0% (NMR) 


MS 


481 (M+1) 






48 


IH NMR(6) ppm 

300MHz, DMSO-de 
8.23(1H, s),7. 88 (IH, d, J=8 
.4Hz),7. 70 (IH, d. J=8.4Hz) 
,7.64(2H, d, J=8.4Hz),7. 43 
(2H, d, J=8.4Hz).7. 20(2H,d 
,J=8.4Hz),6. 98(2H,d,J=8. 
4Hz),5. 13(2H, s),4. 88(1H, 
quint, J=8. 7Hz), 3. 77 (3H, s 
).2. 35-1. 60(8H,ib). 


0 


o 


mm 


>9 0% (NMR) 


MS 


443 (M+1) 



144 



wo 01/47883 



PCT/JPOO/09181 



* 7 





49 


IH NMR(5) ppm 


0 

11 




300HHz DMS0-d6 

8. 93(2H,d. J=6.6Hz),8. 35 ( 

Xlif y \J» V/vl 0» 111/ 1 f • 

97(lH,d,J=8. 7Hz),7. 83 (2H 
d T=8 THt) 7 '^SrSH H T= 
8. 7Hz),5.61(2H, s), 4. 94(1 
H, quint, J=8. 7Hz) , 2. 40-1. 
60(8H,Bi). 


mm 


>9 0% (NMR) 




MS 


414 (M+1) 







50 


IH NMR(6) ppm 


0 




300MHz, DMS0-d6 
8. 33 (IH, s),8. 08(lH,d,J=8 
.7Hz),7. 99 (IH, d, J=9.0Hz) 
,7. 78 (2H, d,J=8. 4Hz),7. 39 
(2H, d, J=8. lHz),7. 32(2H,d 
.J=8. 7Hz),7. 23(2H,d,J=7. 
8Hz),5. 22(2H,s),4.96(lH, 
quint, J=9. OHz), 2. 32 (3H, s 
),2.30-1.60(8H,m). 


> 9 0% (NMR) 




MS 


427 (M+1) 







51 


IH NMR(6) ppm 






300MHz, DMS0-d6 
8.31(lH,s),8.03(lH,d,J=9 
. OHz) , 7. 93 (IH, d, J=9. OHz) 
,7. 77 (2H, d. J=8.4Hz).7.31 
(2H, d, J=8. 7Hz),6. 07 (2H, s 
),4. 94 (IH. quint, J=8.7Hz) 
,2. 45(3H,s),2. 26(3H,s).2 
.26-1.60(8H,n). 


mm 


>9 0% (NMR) 




MS 


432 (M+1) 





145 



wo 01/47883 



PCT/JPOO/09181 



m 8 





52 


IH NMR(5) ppm 


0 

•"A 




300MHz DMSO-dfi ' 
12.7(1H. brs),10.0(lH,s), 
8 22flH s) 7 87 HH H 1=8 

.6Hz),7. 69 (IH, J=8. 6Hz) 
7 5*^(^211 ri T=8 fiHy'i fi Qfi 

(2H, d, J=8. 6Hz).4. 89(lH.q 
uint, J=9. OHz) , 2. 30-1. 60 ( 
8H.m). 


> 9 0 % (NMR) 




MS 


323 (M+1) 







53 


IH NMR(d) ppm 




o 


300MHz, DHS0-d6 
9. 18(lH,t. J=5.6Hz).8.34( 
IH, s),B. 04(lH,d, J=9.6Hz) 
.7.98(1H, d, J=8. 7Hz),7. 80 
(2H. d, J=8.7Hz),7. 52-7. 32 
(7H.m),5. 27 (2H, s),4. 95(1 
H, quint. J=9. OHz) . 3. 99 (2H 
, d. J=5. 7Hz) , 2. 40-1. 60 (8H 


*ea£ >9 0% (NMR) 




MS 


470 (M+1) 





mmm^ 54 


IH NMR(S) ppm 


0 




300MHz, DMS0-d6 

8. 32 (IH, s).8. 05 (IH, d, J=8 
.7Hz).7. 95 (IH, d, J=8. 7Hz) 
,7. 80 (2H. d, J=8. 4Hz),7. 67 
(IH. t, J=4. 5Hz) , 7. 56(1H. t 
. J=4. 5Hz) , 7. 45-7. 42 (2H, m 
),7.35 (2H,d, J=8.4Hz),5.3 
1 (2H, s) , 4. 96 (IH, quint, J= 

9. OHz). 2. 30-1.60(8H,m). 


^fiS > 9 0% (NMR) 




MS 


447 (M+1) 





146 



wo 01/47883 



PCT/JPOO/09181 



^ 9 







55 


IH NMR(6) ppm 


0 


b 


CI 


12. 78(lH,br 

s; , «. UH, s; , 7. oo£ina7. 7 
2(2H, ABq, J=8, 6Hz),7. 66an 

An f>Q />IU A' D* n T— Q AUn^ 

at.Zo V,4n, ABq, J— o. bnz^ , 
7.58(1H, s),7. 48-7. 42 (3H, 
ni),5.24(lH, s),4. 88(lH,qu 
int. J=8. 8Hz), 2. 30-1. 91 (6 
H. m). 1.78-1. 60 (2H,in) 


> 9 0% (NMR) 




MS 




447 (M+1) 







56 


IH NMR(£) ppm 


0 


o 


300MHz, DMSO 

12. 89(lH,broad),8. 18 (IH, 
s),7.87(lH, d, J=8. 4Hz) , 7. 
74(lH.d, J=9. 2Hz),7. 67 (2H 
, d, J=8. 8Hz) , 7. 52 (2H, m) , 7 
.45(2H,m).7. 38(1H, m) . 7. 2 
3(2H, d, J=8. 8Hz),5. 22 (2H, 
s) , 4. 94 (IH, quintet, J=8. 9 
Hz) . 2. 16 (4H, m) , 1. 98 (2H. m 
),1.73(2H,iii). 


*6A > 9 0% (NMR) 




MS 


413 (M+) 





mmrn^^ 57 


IH NMR(5) ppm 

300MHz, DMS0-d6 
.10. 99 (IH, s),8. 26(lH,s),8 
.01-7.86(4H,m),7.69-7. 59 
(5H, m) , 7. 38 (2H, d, J=8. 7Hz 
),4. 86 (IH, quint, J=8.7Hz) 
,2. 12-1.90(6H,m), 1.72-1. 
59(2H,m) 




>9 0% (NMR) 


MS 462 (M+1) 



147 



wo 01/47883 



PCT/JPOO/09181 



m 10 





58 


IH NMR(5) ppm 


0 




300MHz, DMS0-d6 
12.78(1H. s),10. 69(lH,s), 
8. 26-7. 72 (9H. m) . 4 92 (IH 
quint. J=9. OHz) , 2. 34-1. 70 
(6H m) 1 75-1 61 (2H m) 




>9 0% (NMR) 




MS 


49401+1) 





^Jfe09#-§- 59 


IH ^iMR(5) ppm 

300MHz. DMS0-d6 
10. 82 (IH. s),8.34(lH,s).8 
. 14and7. 84 (4H, ABq, J=8. 4H 
z),8. 06and7. 66(4H.A' B' q, 
J=8. 6Hz) . 8. 06-7. 98 (4H, m) 
,5.0l(lH.quint, J=9.3Hz). 
2. 35-2. 15(4H,m),2. 11-1.9 
6(2H,m). 1. 80-1. 62(2H,in) 


0 


MS > 9 0% (NMR) 


MS 460 (M+1) 




%mm%- 60 


IH NMR(5) ppm 

300MHz, DMS0-d6 
10.61(1H, s),8. 32 (IH. s),8 
. 12and7. 81 (4H, ABq, J=8. 9H 
z).8. 03and7.93 (2H,A'B' q, 
J=8. 7Hz) , 7. 95and7. 59 (4H, 
A^B^q, J=8. 4Hz),4. 99(lH,q 
uint, J=9. OHz) , 2. 33-2. 12 ( 
4H,m).2. 10-1.93(2H,m), 1. 
80-1. 63(2H,m).1.34(9H.m) 




MS > 9 0% (NMR) 


MS 482 (M+l) 



148 



wo 01/47883 



PCT/JPOO/09181 



m 11 





61 


IH NMR(5) ppm 


0 

t 




3OOMH7 DM^tfl-clfi 
10.6(1H, s).8. 34(lH,s),8. 
10 VZn, u, J—o, ifiZ/ , 0. 
98(4H,in),7. 82 (2H, d, J=8. 7 

Mi's 7 RH— 7 ^R ^(\H ml 7 9n 

Till/ , f . UU f • 00 V,Ony 01^ y f • 

-7. 17(2H,d, J=9.0Hz).5. 24 
(2H, s).5,01(lH,quint,J=9 
.3Hz),2.40-1.60(8H.nO. 




>9 0% (NMR) 




MS 


532 (M+1) 







62 


IH NMR( 5 ) ppm 




OH 


300MHz, DMS0-d6 
8. 32 (IH, s),8. 26(lH,d, J=8 
.7Hz),8. 04 (IH, d, J=8.7Hz) 
,7. 77(2H,d. J=8. 4Hz),7. 52 
(2H, d, J=6. 9Hz) , 7. 46-7. 39 
(5H,in).5.28(2H. s), 4. 38(1 

H, in),3. 7l(lH,in).2.60-2. 1 
5 (2H. m) . 2. 04-1. 96(4H, m) , 

I. 30-1. 20(2H,m). 




>9 0% (NMR) 




MS 


443 (m+1) 





umm^^ 63 


IH NHR(6) ppm 

300MHz, DMS0-d6 
8. 27 (IH. s),8. 14(lH,d. J=8 
.7Hz),7. 96(lH.d, J=8. 4Hz) 
,7. 71(2H, d, J=9.0Hz),7.51 
(2H, d, J=6. 9Hz) , 7. 46-7. 37 
(3H,m),7. 30(2H,d, J=8.4Hz 
).5. 25(3H,s).4. 39(lH.m), 
3.44(lH,in),3. 27(3H,s),2. 
60-1. 95(6H, m), 1. 25-1. 05 ( 
2H.ID). 




*ij9 0% (NMR) 


MS 457 (M+1) 



149 



wo 01/47883 



PCT/JPOO/09181 



^ 12 



mmm^-^ 64 


IH NMR(d) ppm 

300MHz, DMS0-d6 

12. 25(lH.brs),7.70-7.30( 

9H,m),7. 20 (2H, d, J=8.7Hz) 

,7. 14 (IH, d, J=8. 4Hz),5. 20 

KCfi, sj , 4. o4 viH, quint) J— o 

.0Hz).3.66(2H.s),2.30-L 

5l(8H.m) 




>9 0% (NMR) 


MS 427 (M+1) 




Mi^J## 65 


IH NUR( 5 ) ppm 

300MHz, DMS0-d6 
12.64(lH.brs),8. 13(lH,s) 
,7.80(1H, d, J=7.2Hz),7. 59 
(IH, d, J=8. 7Hz).7.48-7. 30 
(5H,m),5. 11(2H, s),5.03(l 
H, quint, J=8. 7Hz) . 4. 20-4. 
05 (2H, m) , 3. 45-3. 90 (3H, m) 
.2. 15-1.60(l2H,m) 




> 9 0% (NMR) 


MS 448 (M+1) 



mmmm-^ 66 


IH NMR(5) ppm 

300MHz, DMS0-d6 
10.59(1H, s),8.31(lH,s),8 
. 10 {2H, d, J=8.6Hz),8.03(l 
H, d,J=8. 7Hz),8. 00-7. 85(3 
H,m),7. 80(2H,d, J=8.6Hz), 
7. 41(2H,d, J=8. 2Hz).4. 98 ( 
IH, quint, J=8. 8Hz) , 2. 71-1 
. 10 (19H, m) 




^"68 > 9 0% (NMR) 


MS 508 (M+1) 



150 



wo 01/47883 



PCT/JPOO/09181 



m 13 





67 


IH NMR(S) ppm 


0 


CI 


300MHz. DUS0-d6 
12.81(lH,brs),8. 42 (IH, s) 
7 90 (IH d T=8 5Hz) 7 80 
-7. 52(6H,m),7.44(2H,d,J= 
8 6Hz) 5 2SC2H s) 4 88 
H, quimt, J=8. SHz) , 2. 30-1. 
52(8H,id) 


>9 0% 


(NMR) 




MS 481 (M+1) 





^umm^ 68 


IH NHR(fi) ppm 

300MHz, DMS0-d6 
8.31(1H, d, J=1.4Hz),8.05( 
IH, d, J=8. 6Hz),7, 96(lH,d, 
J=8.6Hz),8. 86-8.61(4H,ni) 
.7. 51(lH,d. J=6. SHz). 7. 33 
(2H, d, J=8. SHz) , 5. 28 (2H, s 
) , 4. 94 (IH, quint, J=8. SHz) 
,2.31-1.60(8H,iii) 




> 9 0% (NMR) 


MS 481 (M+1) 




umm^^ 69 


IH NUR(5) ppm 

300MHz, DMS0-d6 
9. 88 (IH, s),9. 42 (IH, s).8. 
32 (IH, s) , 8. 09and8. 02 (2H, 
ABq. J=9. OHz) , 7. 81and7. 78 
(4H,A' B' q, J=9.2Hz).7.50( 
2H,d. J=7. SHz). 7.31 (2H, t. 
J=7. SHz), 7. 00 (IH, t,J=7.8 
Hz) , 5. 03 (IH. quint. J=8. 7H 
z) , 2. 34-2. 17 (4H, m) , 2. 13- 
1. 96 (2H, m) , 1. 83-1. 64 (2H, 
m) 




#6S > 9 0% (NMR) 


MS 441 (M+1) 



151 



wo 01/47883 



PCT/JPOO/09181 



^ 14 





70 


IH NMR(d) ppm 


0 


/==\ 

0 Q 


8. 27 (IH, d, J=l. 2Hz),8. 04 ( 

J=8.7Hz),7. 72(2H,d,J=8. 7 

(IH, s) , 4. 92 (IH, quint, J=8 
.9Hz),2. 30-1.58(8H,m) 




>9 0% (NMR) 




MS 


489 (M+1) 









71 


IH NMR(d) ppm 


-So 


6 ^ 


3 


300MHz, DMS0-d6 
8.31(1H, s),8.05(lH, d, J=8 
.7Hz),7. 97 (IH, d, J=8. 7Hz) 
,7.76(2H, d, J=8.6Hz),7. 44 
-7. 19(7H.m),4.94(lH,quin 
t. J=8. 8Hz) , 4. 35 (2H, t. J=6 
.7Hz).3. 10(2H,t. J=6.7Hz) 
,2. 32-1.60(8H,in) 




>9 0% (NMR) 






MS 


427 (M+1) 







mmmm^ 72 


IH NHR(5) ppm 




300MHz. raiS0-d6 
8. 30 (IH, s).8. 25(lH,d,J=8 
.7Hz),8. 03(lH,d,J=9. OHz) 
,7. 75 (2H, d,J=8. 7Hz).7.51 
(2H, d. J=7.2Hz),7.46-7. 33 
(5H,m),5. 27 (2H, s), 4. 36(1 
H,m),2. 50-2. 25(2H,m),2. 1 
5-2. 00 (2H, m) , 1. 95-1. 85(2 
H.in). 1. 35(lH.iii), 1. 20-1. 1 
0(2H,iii),0.87(9H. s). 


> 9 0% (NMR) 




MS 483 (M+1) 





152 



wo 01/47883 



PCT/JPOO/09181 



m 15 



mmm^"^ 73 


IH NMR(6) ppm 

300MHz, MSO-de 

7. 59 (2H, d, J=8. 4Hz) , 7. 52- 

7. 35(6H,m),7. 20 (2H. d,J=8 

.7Hz),7. 14 (IH, d, J=2. IHz) 

A Qrt 1 H t— q n o aU'? S 
, D. yuvin, aa, j— y. u, z. mzy 

,5. 21 (2H, s),4. 83(lH,quin 

t, J=8. 7Hz),4. 70(2H,s),2. 

30-1. 90(6H,m), 1.75-1. 55 ( 

2H,m). 


0 

0 

0 


>9 0% (NMR) 


MS 443 (M+1) 






IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 27 (IH, s) , 8. 06and7. 97(2 
H, ABq. J=8. 7Hz) , 7. 57and6. 
86 (4H, A' B' q, J=8. 9Kz) , 7. 4 
2-7. 26(5H.ni).5. 04(lH,qui 
nt, J=9. OHz) , 4. 42 (2H, s) , 2 
.32-1.94(6H,ib). 1. 80-1.62 
(2H,m) 




USt >9 0% (NMR) 


MS 412 (M+1) 




mmm^^ 75 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.80(1H. s),8.26(lH, s),7 
.90(lH,d, J=9. 2Hz),7. 76-7 
.60(8H,m).7. 35 (2H, d, J=8. 
4Hz) , 4. 84 (IH. quint, J=8. 8 
Hz),3.23(3H, s),2. 32-1.90 
(6H,m), 1.78-1. 61(2H,m) 




> 9 0% (NMR) 


MS 476 (M+1) 



153 



wo 01/47883 



PCT/JPOO/09181 



m 16 



mMM^-^ 76 


IH NMR(5) ppm 


0 


o 


ouunnZi umou oo 
8. 29 (IH, s).8. 07and7.49(2 
n, Adq, J-o. f Hz^ , ooanai • 
00 (4H. A' B' q, J=7. 7Hz),7.3 
y / . von, m/ , o. uo \in, qui 
nt. J=8. 8Hz) , 4. 76 (2H, s) , 3 
.21(3H,s),2. 35-1.92(6H,iii 
).l. 81-L62(2H,iii) 


*8a >9 0% (NMR) 




MS 


426 (M+l) 





mmm^^ 77 


IH NMR(6) ppD 

300MHz, DMS0-d6 
8. 21 (IH, s),7. 87(1H, s),7. 
56and7. 43 (4H, ABq, J=8. IHz 
),7. 34-7. 16 (5H,in), 4.25(1 
h, brt, J=12. 5Hz) , 3. 06-2. 9 
2(4H,m),2.41-2. 17(2H,m). 
1. 96-1, 77(4H,m),l. 72-1.5 
8(lH,in), 1.48-1. 15(3H,m) 


0 


> 9 0% (NMR) 


MS 425 (M+l) 




mmm^^^ is 


IH NMR(S) ppm 

300MHz, DMS0-d6 

8. 14 (IH, s),7. 79 (IH, d,J=9 

.0Hz),7. 57 (IH, d, J=8. 7Hz) 

, 7. 40-7. 20 (5H, m) , 4. 89 (IH 

, quint, J=8. 7Hz),3. 54 (2H, 

s),3, 19-2. 90(3H,in),2.23- 

1.69(14H,iii) 


0 


>9 0% (NMR) 


MS 404 (M+l) 



154 



wo 01/47883 



PCT/JPOO/09181 



m 17 



mmmm^ 79 


IH NMR(5) ppm 


0 


300MHz. DMS0-d6 
8. 15(1H, s).7.8l(lH,d, J=8 
. 4Hz) , 7. 59 (IH, d, J=9, OHz) 
,7. 50-7. 38(5H,m),5. 05 (IH 
, quint, J=9. OHz) , 3. 85-2. 9 
5(3H.n)},2.20-1.65 a4H,iD) 


> 9 0% (NMR) 




MS 418 (M+1) 





mmm^^ so 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 17(lH,in),7.84(lH,d. J=8 
.4Hz),7. 78-7. 62(3H,m),7. 
49 (2H. d, J=8. IHz) . 5. 05-4. 
91 (IH, m) , 3. 80-3. 70 (2H, m) 
, 3. 30-3. 12 (IH, m) , 2. 48-2. 
3 1 (SH, m) . 2. 15-1. 60 (12H, m 




>9 0% (NMR) 


MS 468 (M+1) 




mmmm-^ si 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 75(lH,brs).8. 21(lH,d. 
J=l. 4Hz),7.49(lH,d,J=8,6 
Hz),7.85(lH, dd, J=8.6, 1.4 
Hz), 7. 70-7. 55(5H,m),7. 23 
(2H.d.J=8. 7Hz),5.25(2H, s 
),4. 36-4. 15(lH,m),2. 39-2 
. 18(2H,m),2. 00-1.78(4H,m 
),1. 70-1. 57 (lH,m), 1.48-1 
. 15(3H,m) 




> 9 0% (NMR) 


MS 495 (M+1) 



155 



wo 01/47883 



PCT/JPOO/09181 



^ 18 





82 


IH NMR(6) ppm 






dOOMHz, DMSO-dD 
8. 27 (IH, s),8.22(lH,d, J=8 
. 7Hz) , 8. 02 (IH, d, J=8. 7Hz) 
,7.69(2H, d,J=8.7Hz),7.60 
-7. 50 (4H, m) . 7. 45-7. 25 (8H 
,m),6. 75(lH,s),4.21-4. 23 
(1H,id),2. 39-2. 18(2H,in).2 
.10-1.78(4H,iii),l.70-L 15 
(4H,m) 


>9 0% (NMR) 




MS 


503 (M+1) 







IH NMR(5) ppm 

300MHz, DMS0-d6 
13.2(lH.brs),8.30(lH,s). 
8. 23 (IH, d, J=8. 8Hz) , 8. 02 ( 
IH, d, J=8. 7Hz),7. 74(2H,d, 
J=8. 6Hz) , 7. 40-7. 33 (5H, m) 
,5.22(2H,s),4.36(lH,m),2 
.50-L40(10H,m),1.31(18H 
> s). 




MS >9 0% (NMR) 


MS 539 (M+l) 




%Wm^ 84 


IH NMR(6) ppm 
mixture of 

i somers (c i s : trans=3 : 1) 
300MHz, DMS0-d6 
8. 30 (IH, s),8. 20-7. 95 (2H, 
m).7.72 (2H. d, J=8. 4Hz) . 7. 
52-7.29(7H,m),5.25(2H,s) 
,4. 34, 3. 40(lH,m),2. 50-2. 
20 (2H, m) , 2. 05-1. 50 (6H, m) 
,1. 14,0.90(3H,d, J=6.9,6. 
3Hz).l. G9(lH,m). 




> 9 0% (NMR) 


MS 441 (M+l) 



156 



wo 01/47883 



PCT/JPOO/09181 



m 19 





IH NMR(d) ppm 

300MHz. DMS0-d6 
8. 25(lH,s),8. 14-7. 83 (6H, 
in),7. 77-7. 44 (5H, in),?. 21 ( 
2H. d, J=7.8Hz),4.44(2H,br 

4 31 (\W hrt^ "ifi^SH 
brt),2, 20-2. 16(2H,m).2.0 
0-1.74(4H,m),l. 70-1.55(1 
H,iii), 1.45-1. 14(3H.iii} 


b 


>9 0% (NMR) 


MS 491 (M+1) 



ll%^m# 86 


IH NMR(5) ppm 

300MHz. DMS0-d6 
12. 75(1H, s),8. 23(lH.s),8 
. 15 (IH. d,J=7.6Hz), 8.02-7 
.53(10H, m),7. 32 (2H, d, J=8 
.7Hz).5. 68(2H,s),4. 32 (IH 
, brt. J=12. 2Hz) . 2. 41-2. 20 
(2H,in),2. 01-1. 78(4H,m). 1 
.71-1.56(lH,m). 1.50-1. 16 
(3H.in) 




> 9 0% (NMR) 


MS 477 (M+1) 




mMMm^- 87 


IH NMR(d) ppm 

300MHz. DMS0-d6 
12.75(lH,brs),8. 16 (IH, s) 
, 7. 91and7. 82 (2H. ABq, J=8. 
5Hz) . 7. 44and6. 86 (4H, A' B' 
q, J=8. 6Hz) , 7. 39-7. 26(10H 
.ni).4. 82 (2H, s),4. 35(lH.b 
rt,J=12. 2Hz).2. 35-2. 16(2 
H,m), 1. 97-1.75(4H,m), 1.6 
9-1.56(lH,m),l. 45-1. 16(3 
H.m) 




> 9 0% (NMR) 


MS 516 (M+1) 



157 



wo 01/47883 



PCT/JPOO/09181 



m 20 





88 


IH NMR(5) ppm 


0 


b ^ 


300MHz, DMS0-d6 
8.31(1H, s),8.26and8.06(2 
H. ABq. J=8. 9Hz) . 7. 73and7. 
22(4H,A'B' q, J=8.7Hz),7.5 
0-7. 36 (8H, in) , 5. 10 (2H. s) , 
4. 37 (IH, brt, J=12. 2Hz) , 2, 
38-2. 28 (2H, m) , 2. 10-1. 80 ( 
4H,m), 1.70-l.'56(lH,in), 1. 
50-1.20(3H,m) 


mm 


>9 0% (NMR) 




MS 


503 (M+1) 







89 


IH NMR(5) ppm 












9 1 % 


(HP LC) 




MS 427 (M+1) 





mmmm'^ 90 


IH ^MR(6) ppm 

300MHz, DMS0-d6 
8. 40-8. 20 (2H, m) , 8. 04 (IH, 
d, J=8. 4Hz) , 7. 65 (2H, d, J=8 
.4Hz),7. 50-7. 10(12H,m),5 
.08(lH.iii),4. 33(lH,m),3.0 
0(4H.in),2. 50-1. 10(10H,m) 




MS > 9 0% (NMR) 


MS 531(M+1) 



158 



wo 01/47883 



PCT/JPOO/09181 



* 21 


mmmm^ 91 


IH NMR(5) ppm 

300MHz, DMSO-de 
8.31(lH,s),8. 27(lH.d,J=8 
.7Hz),8.08-8.03(3H,iii),7. 
77-7. 58 (5H, bO , 7. 31 (2H, d. 
J=8. 7Hz) , 5. 81 (2H. s) . 4. 40 
(IH, m) , 2. 50-1. 20 (lOH, m) . 


0 

II 


**)9 0% (NMR) 


MS 455 (M+1) 





92 


IH NMR(6) ppm 




2HCI 


300MHz, DMS0-d6 
11.8(IH,brs),8. 07(lH,s), 
7. 89 (IH, d,J=8. 7Hz),7.84( 
IH, d, J=8. 4H2),7.69(2H,id) 
,7.48(3H,m).4. 42(2H,s),4 
. ll(lH,in),3. 73(4H,in),3.4 
0 (4H, m) , 2. 40-1. 40(10H, m) 


mm 


>9 0% (NMR) 




MS 


419 (M+1) 





mmmm^ 93 


IH NHR(6) ppm 




300MHz, DMS0-d6 
8. 32 (IH. s).8. 28 (IH, d.J=8 
. 9Hz) . 8. 05 (IH, d, J=8. 7Hz) 
,7. 72(2H, d, J=8.7Hz),7.38 
(4H,d, J=7. 2Hz),7.31(4H,t 
,J=7. 3Hz),7.21-7. 17(4H.m 
),4. 37(lH,m),4.26(lH, t,J 
=7. 9Hz) , 4. 01 (2H, t, J=6. 2H 
z) . 2. 57 (2H, m) , 2. 50-2. 20 ( 
2H, m) , 2. 10-2. 00 (2H, m) , 2. 
00-1. 75 (2H,m), 1.75-1. 55 ( 
IH.m), 1.55-1. 20 (3H.o). 


MS > 9 0% (NMR) 


MS 531 (M+1) 





159 



wo 01/47883 PCT/JPOO/09181 



^ 22 








94 


IH NMR(5) ppm 


0 




\} 


CI 


300MHz, DMS0-d6 
8. 32 (IH, s),8. 27(lH,d. J=9 
.0Hz),8.05(lH,d, J=8. 7Hz) 
, 7. 75-7. 70 (3H, m) , 7. 56 (IH 
, d, J=8. 4Hz) , 7. 55-7. 35 (6H 
,m),7. 22 (2H. d, J=8. 7Hz),5 
. 11 (2H, s),4. 36(lH,m),2.4 
0-2. 15 (2H, m) , 2. 15-1. 95 (2 
H,in), 1.95-1. 75(2H,m),1.7 
5-1. 55 (IH. m) , 1. 55-1. 20 (3 
H,iiO. 


mm 


>9 0% 


(NMR) 




MS 


537 (M+1) 







mmm^^- 95 


IH NMR(6) ppm 

300Hz, DMS0-d6 
12.9(1H, brs),8. 02 (IH, s). 
7. 82(2H,m).7.40-7. 25 (5H. 
m),4. 58 (2H. s)', 4. 09(lH, m) 
,3. 71(lH,m),3.49(2H,m).3 
. 21 (2H, m) . 2. 35-1. 30(14H. 
m). 


6 


>9 0% (NMR) 


MS 434 (M+1) 




mmm^-^ 96 


IH NMR( 6) ppm 

300MH2, DMS0-d6 
8. 3l(lH,d. J=1.3Hz),8. 27( 
IH, d, J=8.8Hz).8.05(lH, d, 
J=8. 8Hz),7.76(2H, d,J=8.7 
Hz), 7. 40-7. 25(4H.m),7. 06 
-6. 90 (3H. m) , 4. 53-4. 26 (5H 
,m),2. 40-2. 18(2H,m),2. 12 
-1.56(SH.m), 1. 50-1. 19 (3H 
,id) 


0 

6 ^ 


>9 0% (NMR) 


MS 457 (M+1) 



wo 01/47883 



PCT/JPOO/09181 



m 23 





97 


IH NMR(6) ppm 


0 


6 ^ 


300MHz. DMS0-d6 
8. 32 (IB, d, J=1.3Hz),8. 29 ( 
IH, d, J=8. 8Hz) , 8. 05 (IH, dd 
, J=8. 8, 1.3Hz),8.42(2H,d, 
J=8. 8Hz) , 7. 37-7. 16 (7H, m) 
,4.48-4. 30(lH,m),4. 12 (2H 
,t, J=6.2Hz),2.83-2.70(2H 
,m),2. 40-1. 50(9H,ib),1.59 
-1. 19(3H.in) 


mm 


>9 0% (NMR) 




MS 


455 (M+1) 





MMW^-^ 98 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 28 (IH, d. J=1.3Hz),8.21( 
IH, d, J=8. 8Hz) , 8. 01(lH,d. 
J=10. lHz),7. 70(2H. d,J=8. 
7Hz),7.33-7. 12(7H.m),4.4 
4-4-28(lH,m),4. 10(2H,t, J 
=6. 3Hz) . 2. 62 (2H, t, J=7. 4H 
z),2. 39-2. 15(2H,m),2. 10- 
1. 18(14H,id) 




mm >9 0% (NMR) 


MS 483 (M+1) 




mmm^-^ 99 


IH NMR(8) ppm 

300MHz, DMS0-d6 
12. 93(lH,brs),8. 30(lH,d, 
J=1.4Hz),8. 04(lH,d,J=8.7 
Hz), 7. 92 (IH, dd.J=8. 7, 1.4 
Hz), 7. 59-7.34(5H,in),7. 07 
(lH,s),5. 38 (2H, s),4. 78-4 
. 60 (IH, m) , 2. 32-2. 14 (2H, m 
),2. 03-1.28(8H,ni) 




mm >9 0% (NMR) 


MS 418 (M+1) 



161 



wo 01/47883 



PCT/JPOO/09181 



m 24 





100 


IH NMR(6) ppm 


0 
y 


6 


300MHz, DMS0-d6 
8. 46 (IH, d. 3=2. lHz),8. 16 ( 
IH, s; , 8. 00 (IH, dd, J-8. 5, 2 
. lHz),7. 87 (IH, d, J=8.5Hz) 
,7. 68 (IH, d, J=8. 5Hz),7. 55 
-7. 30 (5H,m;,7. 08(1H, d, J= 
8.5Hz).5.45(2H.s),4.25-4 
.08(lH,in),2. 39-2. 18(2H.m 
),2.00-l. 75(4H,iii),l. 70-1 
.55(lH.m), 1.45-1. 19(3H,in 


mm 


> 9 0% (NMR) 


MS 


427 (M+1) 





mmmm-^ loi 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 33 (IH, s),8. 31(1H, d. J=6 
. 9Hz) , 8. 06 (IH, d, J=8. 4Hz) 
, 7. 76and7. 29 <4H, ABq, J=8. 
9Hz),6. 68 (2H, s),4. 37 (IH, 
in) , 4. 35 (2H, t, J=7. OHz) . 3. 
79(6H, s),3. 63 (3H, s),3. 04 
(2H, t, J=6. 9Hz) , 2. 30 (2H, m 
),2. 04 (2H, m), 1.86(2H,m), 
1. 65 (lH,m), 1.50-1. 15 (3H. 
m) 


H,C— 0 0 


> 9 0% (NMR) 


MS 531 (M+1) 




mrnmm^ 102 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 88 (IH, s),8. 34 (IH, s),7 
.86(1H, d, J=8. 5Hz), 7. 73(1 ' 
H, d, J=8. 5Hz) , 7. 63and7. 23 
(4H, ABq, J=8. 7Hz) , 7. 52-7. 
35(5H,m).5. 22 (2H, s),4. 31 
(lH,m),2.39(2H,ra), 1. 79(2 
H.m), 1.53 (2H,m), 1. 3l(2H, 
m),l. 11(3H, s),0. 95(3H,s) 


^fiS > 9 0% (NMR) 


MS 455 (M+1) 



162 



wo 01/47883 



PCT/JPOO/09181 



m 25 



mmmm^ 103 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 79(lH,brs),8. 22(2H, s) 
, 8. 02-7. 78 (4H, m) , 7. 63-7. 
42 (6H, m) , 7. 20-7. 09 (2H, m) 
,4.43(2H, s).4. 27 (IH, brt, 
J=12. 2Hz),3.59(2H,s),2.3 
9-2. 15 (2H,m), 1.98-1. 72(4 
H.m). 1. 68-1. 59(lH,m), 1.4 
3-1. 12(3H,m) 




>9 0% (NMR) 


MS 491 (M+1) 




mmrn^^ 104 


IH NMR(5) ppm 

300MHz, DMS0-d6 
12.75(1H, s),8. 23 (IH, s),7 
. 94and7. 86 (2H, ABq, J=8. 6H 
z).7. 64and7. 05(4H,A' B' q, 
J=8. 7Hz) , 7. 32-7. 09 (9H, m) 
,5. 13 (2H. s) , 4. 28 (IH, brt, 
J=12. 2Hz) , 2. 36-2. 19 (2H, m 
), 1.95-1. 77 (4H,in), 1.66-1 
.56(lH,nO, 1.46-1. 10(3H,m 




*CS > 9 0% (NMR) 


MS 519 (M+1) 



ll]6S«aj#^ 105 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 23 (IH, s),7.94and7.87(2 
H, ABq, J=8. 6Hz) , 7. 68and7. 
17 (4H, A' B' q, J=8. 7Hz), 7. 4 
6-7. 33 (6H, m) , 6. 93and6. 75 
(2H, A^B^q, J=8. 2Hz) , 6. 82 ( 
IH, s),5. 13(2H,s),4.30(lH 
, brt, J=12. 2Hz) , 2. 39-2. 18 
(2H,m), 1.98-1. 77(4H,m),l 
. 71-1. 59 (lH,m), 1.48-1. 20 
(3H,m) 




*fi^ >9 0% (NMR) 


MS 519 (M+1) 


163 



wo 01/47883 



PCT/JPOO/09181 



m 26 





106 


IH NMR(5) ppm 


0 

^\ 




300MHz, DMSO-do 
12. 89(lH,brs),9. 73 (IH, s) 
, 0. /J4 i.lH, s; , ». UJana7. 91 v 
2H, ABq. J=8. 7Hz) . 7. 66and7 
.04(4H.A' B' q.J=8. 7Hz),7. 
16-7. 03(3H,m).6.89(2H. t, 
J=9.2Hz),4.33(lH,brt,J=l 
2. 2Hz) , 2. 40-2. 18 (2H, m) , 2 
. 00-1. 78 (4H, m) , 1. 70-1. 58 
(lH.in), 1.50-1. 20(3H,in) 




>9 0% (NMR) 




MS 


429 (M+1) 





mmm% 107 


IH NHR(5) ppm 

300MHz, DMS0-d6 
12. 98 (IH, brs),9.82(lH,br 
s),8.27(lH, s),8. 09and7.9 
4 (2H, ABq, J=8. 7Hz) , 7. 74an 
d7. 22 (4H, A' B' q, J=8. 7Hz), 
7. 28-7. 22 (IH, m) , 6. 67-6. 5 
4(3H,ni),4. 35(lH,brt, J=12 
. 2Hz) , 2. 40-2. 20 (2H, m) , 2. 
05-1.80(4H,in), 1. 72-1. 59 ( 
lH.m), 1. 50-1.21(3H,m) 




>9 0% (NMR) 


MS 429 (M+1) 




108 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 24 (IH, s) , 8. 01and7. 90(2 
H, ABq, J=8. 7Hz) , 7, 65and7. 
03 (4H, A' B* q, J=8. 7Hz).7.3 
2-7.20(3H.m),7.08-7. 03(1 
H. m) , 4. 32 (IH, brt, J=12. 2H 
z),3. 77(3H,s),2.36-2.20( 
2H,m),2.00-l. 78(4H,m).l. 
71-1.59(lH,m), 1.44-1. 11 ( 
3H,m) 




>9 0% (NMR) 


MS 443 (M+1) 



164 



wo 01/47883 



PCT/JPOO/09181 



m 27 







109 


IH NMR(6) ppm 


0 






300MHz, DMS0-d6 
12. 75 (IH. s),8. 24 (IH, s),7 
. 96and7. 87 (2H, ABq, J=9. OH 
z) , 7. 69and7. 19 (4H, A' B' q, 
J=8. 6Hz) , 7. 37 (IH. t, J=7. 1 
Hz) , 6. 84-6. 70 (3H, m) , 4. 31 
(lH,brt, J=12.2Hz),3. 78(3 
H, s).2. 39-2. 20(2H,in),1.9 
8-1. 78(4H,id). 1. 76-1. 60(1 
H,m), 1.48-1. 13(3H,m) 


mm 


> 9 0 % 


(NMR) 




MS 


443 (M+1) 





Illfe0l!## 110 


IH NMR( 5 ) ppm 


0 


300MHz, DMS0-d6 
8. 31(1H, s),8. 26and8.04(2 
H, ABq,J=8.8Hz),7. 75and7. 
71(4H,A'B' q, J=8.8Hz).7.3 
2-7.03(4H,m),4.34(lH,brt 
, J=12. 2Hz) , 3. 94 (2H, t, J=6 
. 3Hz) , 2. 40-2. 19(2H,in),2. 
11-1, 8l(4H,in),l. 72-1. 16 ( 
6H,iii),0.71(3H, t. J=7.3Hz) 


>9 0% (NMR) 




MS 471 (M+1) 





mm^^^ 111 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 22 (IH. s),7.91and7.87(2 
H. ABq, J=8. 7Hz) . 7. 68and7. 
18 (4H, A' B' q. J=8. 7Hz),7.3 
5(1H, t, J=8.5Hz),6.80(lH, 
d, J=9. GHz) , 6. 72-6. 68 (2H, 
m) , 4. 30 (IH, brt, J=12, 2Hz) 
,3.94(2H, t,J=6.5Hz),2. 39 
-2. 18(2H,m). 1.97-1. 58 (7H 
.m), 1. 45-1. 20(3H,id),0.97 
(3H, t, J=7. 4Hz) 




>9 0% (NMR) 


MS 471 (M+1) 



165 



wo 01/47883 



PCT/JPOO/09181 



m 28 



112 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 73(1H, s).8. 22(lH,s),7 
. 94and7: 85 (2H, ABq, J=9. 3H 
z),7.61and7.0l(4H.A'B'q, 
J=8. 6Hz) , 7. 25-7, 00 (4H, m) 
,5. 25(2H,brs),4.S5(2H,d, 
J=6.6Hz),4. 29(lH,brt,J=l 
2. 2Hz),2. 38-2. 18(2H,m),l 
.96-1.78(4H,m), 1.70-1.56 
(lH,m).l. 67 (3H, s), 1.60(3 
H, s), 1.48-1. 15(3H,iii) 




MfiE >9 0% (NMR) 


MS 497 (M+1) 



mMmm^ 113 


IH NMR(d) ppm 

300MHz, DMS0-d6 
12. 75(1H, s),8. 23(lH,s),7 
. 95and7. 86 (2H. ABq, J=8. 9H 
z) , 7. 69and7. 18 (4H, A' B' q, 
J=8.9Hz),7. 35(lH,t,J=8.3 
Hz) , 6. 81-6. 69 (3H. m) . 5. 41 
(2H, brs) , 4. 54 (2H. d, J=6. 6 
Hz) , 4. 31 (IH, brt, J=12. 2Hz 
),2.41-2. 18(2H.m), 1.98-1 
.76(4H,m),l. 73(3H,s),1.7 
0-1.58(lH,m). 1. 68(3H,s), 
1.45-1. 17(3H,m) 




> 9 0% (NMR) 


MS 497 (M+1) 




mmmm-^ 114 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 73 (IH, s),8. 22 (IH, s),7 
. 94and7. 85 (2H. ABq. J=8. 4H 
z),7.60and6. 99(4H.A'B'q, 
J=8. 6Hz) , 7. 29-7. 00 (4H, m) 
,4. 29(lH,brt,J=12.2Hz),3 
.99(2H, t.J=6. 3H2), 2.41-2 
.20(2H,m), 1.95-1. 76 (4H,Bi 
), 1.70-1. 14(7H,id),0. 76(3 
H, d, J=6. 6Hz) 




*€S > 9 0 % (NMR) 


MS 499 (M+1) 



166 



wo 01/47883 



PCT/JPOO/09181 



^ 29 



115 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 23 (IH, s),7. 93and7. 87(2 
H. ABq, J=8. 6Hz) . 7. 69and7. 
19 (4H, A' B' q, J=8.6Hz),7.3 
5(1H, t, J=7. 8Hz), 6. 82-6. 6 
9(3H,id),4. 30(IH, brt,J=12 
. 2Hz) , 4. 00 (2H, t, J=6. 9Hz) 
,2. 38-2. 20 (2H,in), 1.97-1. 
54(8H,ni), 1.47-1. 20 (3H,m) 
,0. 93(6H.d, J=6.6Hz) 




*e£it > 9 0% (NMR) 


MS 499 (M+l) 




mmmm^ iie 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 30(lH,s).8. 25 (IH, d,J=8 
. 9Hz) . 8. 03 (IH, d, J=8. 8Hz) 
,7. 68(2H,d, J=8. 8Hz),7.24 
(2H, d,J=7. 2Hz),7. 19-7. 10 
(6H,in),6. 94(2H.t, J=7. 2Hz 
),4. 34(lH,m).4. 19 (4H, brs 
),3. 10(4H,brs),2.40-2. 15 
(2H,m),2. 10-1.95(2H,in),l 
.95-1.75(2H,m). 1.75-1. 55 
(lH,m), 1. 55-1.20(3H,ni). 




MS >9 0% (NMR) 


MS 557 (M+l) 



^mm^ 117 


IH NMR(6) ppm 




300MHz, DMS0-d6 
12.8(1H. brs), 8. 22(lH,s), 
7. 98(lH.d,J=8. 7Hz),7. 87 ( 
IH, d, J=8. 6Hz),7. 80(2H,d, 
J=8. 2Hz) , 7. 72-7. 67 (3H, m) 
,7. 59 (2H, d. J=8.7Hz),7. 54 
-7.51(2H,m),7. 42-7. 41 (IH 
,m),7. 11 (2H. d, J=8. 8Hz),5 
.09(2H, s),4. 27(lH,m),2.4 
0-2. 15 (2H. m) , 2. 00-1. 76 (4 
H.m). 1.75-1. 55(lH,Di),1.5 
5-1. 15(3H,m). 


MJE > 9 0% (NMR) 


MS 571 (M+l) 





167 



wo 01/47883 



PCT/JPOO/09181 



30 





118 


IH NMR(6) ppm 


0 


6 0^ 

CI 


OUUMnZ} UMoU QQ 

13, 3(1H, brs),8. 30 (IH, s), 

lH,d.J=8. 7Hz),7. 72 (2H, d, 
J=8. 8Hz).7.57(4H. d.J=8. 6 
Hz),7.47(4H, d, J=8.6Hz),7 
.33(2H, d, J=8. 9H2),6. 84(1 

H, s),4. 33 (IH, m) , 2. 45-2. 1 
0 (2H, m) , 2. 10-1. 95 (2H, m) , 

I. 95-1. 70 (2H.ni), 1.70-1.5 
5(lH,m), 1.55-1. 15(3H,m). 


>9 0% (NMR) 


MS 


571 (M+1) 





119 



HO 



MS 




> 9 0% (NMR) 



471 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32-8. 30 (2H. m) , 8. 07-8. 0 
3 (IH, m) , 7. 74and6. 90 (4H, A 
Bq, J=8. 7Hz) , 4. 37 (IH, m) , 4 
.31(2H, t, J-6. 8Hz),3. 74(3 
H, s) , 3. 04 (2H, t, J=6. 7Hz) , 
2. 30(2H,nO,2.02(2H,in), 1. 
86 (2H,m),1.63(lH,m),l. 55 
-1. 15(3H,in) 



mmmm^ 120 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 23(lH,s),7. 99(lH,d,J=8 
.7Hz),7. 88 (IH, d, J=8.4Hz) 
. 7. 61and7. 16 (4H, ABq, J=8. 
6Hz).7. 30-7. 22(2H,m),7.0 
1(2H, d, J=8. lHz),6. 92 (IH. 
t. J=7. 5Hz),4. 28(lH,m),4. 
25 (2H, t, J=7. 2Hz) , 3. 83 (3H 
,s).3. 07 (2H, t, J=7. lHz),2 
. 28 (2H, m) 2. 00-1. 75 (4H, m) 
, 1.70-1. 55 (IH.m), 1.50-1. 
15(3H,m) 


0 

\ji**^N O-CH3 


>9 0% (NMR) 


MS 471 (M+1) 
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m 31 



^JmWW^ 121 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 85 (IH. brs),8.24(lH,s) 
, 0, Ul vin, 0, J— 15. /rlz<; , / . yu 
(IH, d, J=8. 6Hz) , 7. 62and, 7 
. 17 (4H, ABq, J=8. 7Hz).7. 24 
(lH.ni).6. 94(2H,m),6. 82(1 
H, m) , 4. 32 (2H, t, J=6. 7Hz) . 
3. 76 (3H, s).3. 07 (2H, t,J=6 
.7Hz),2. 29(2H,in),2. 00-1. 
75 (4H. m), 1.70-1, 55 <lH,iii) 
. 1,50-1. 15(3H,ni) 


0 


^-S > 9 0% (NMR) 


MS 471 (M+1) 




mmmm-^- 122 


IH NUR(6} ppm 

300MHz, DMS0-d6 
12.8(1H, brs),8. 22(lH,s), 
7. 87(2H,m),7. 62 (2H,d, J=8 
. lHz),7. 60-7.20(7H,m),5, 
23 (2H, s),4. 46(lH,m),2. 50 
-2, 30 (2H, m) , 1. 70-1. 40(10 
H,m). 




> 9 0% (NMR) 


MS 441 (M+1) 



m-mmm-^ 123 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.24(1H, s),7. 97 (IH, d,J=9 
. OHz) , 7. 87 (IH, d, J=8. 4Hz) 
,7.65 (2H. d,J=8.7Hz).7.40 
-7. 05 (9H, m) , 7. 03 (2H, d, J= 
8.4Hz),4.31(lH,m),4. 18(2 
H, t,J=6. 6Hz),2.8l(2H. t.J 
=6. 3Hz) , 2. 40-2. 20 (2H, m), 
2. 00-1. 70(4H,id), 1.70-1.5 
0(lH,m), 1.50-1. 05 (3H.in). 




>9 0% (NMR) 


MS 533 (M+1) 
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MMM^-^- 124 


IH NMR(6) ppm 


^^^^ 


13. KlH, brs),8. 29 (IH, s), 

IH, d, J=8. 7Hz),7. 77(2H.d, 
J=8. 7Hz) , 7. 40-7. 20 (8H, m) 
.6. 84 (IH, d, J=9.3Hz).6. 75 
-6. 72(2H,m).4.36(lH,m),4 
.22(2H. t,J=6.8Hz),3.04(2 
H, t, J=6. 7Hz) , 2. 40-2. 15 (2 
H,m),2. 15-1. 95(2H.iii), 1.9 
5-1.75(2H.m), 1.75-1.55(1 
H.m),l. 55-1. 15(3H.in). 


^& >9 0% (NMR) 


MS 533 (M+1) 





mmmm-^ 125 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 32 (IH, s),8. 28(1H, d.J=8 
.7Hz).8. 05 (IH, d, J=9.0Hz) 
,7. 73 (2H, d, J=9. 0Hz),7. 43 
(4H. d, J=7. 2Hz) , 7. 36-7. 20 
(8H,m),4. 74(2H,d,J=7.5Hz 
).4. 57(1H, t,J=7.5Hz),4.3 
8(lH,m),2.40-2. 15(2H,ro), 
2. 15-1. 95 (2H, m) , 1. 95-1. 8 
5(2H,m), 1. 85-1.55(lH,in), 
1.55-1. 20 (3H,in). 


0 - - 


> 9 0 % (NMR) 


MS 517 (M+1) 




mmmm^ 126 


IH NMR( 6 ) ppm 

300MHz, DMS(>-d6 
8. 32 (IH, s),8. 14 (IH, d, J=8 
.7Hz),8. 03 (IH, d, J=8. 7Hz) 
,7, 77(2H,d, J=9. 0Hz),7. 52 
-7.31(7H,ni),5. 74(2H,m),5 
.26(2H,s),4. 6l(lH,ni).2.9 
6 (IH, m) , 2. 60-2. 10 (5H, m) . 


0 

6 


MS > 9 0% (NMR) 


MS 425 (M+1) 
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m 33 


mmm^^ 127 


IH NMR(6) ppm 


0 

F 


300MHz, DMS0-d6 
13.2(1H, brs),8. 33(1H, s), 
8. 12 (IH, d, J=8. 7Hz; , 7. 96( 
IH. d, J=8. 8Hz),7, 79 (2H, d. 
J=8. 7Hz) , 7. 52-7. 32 (7H, m) 
,5. 26 (2H, s).4. 92(lH,d,J= 
49. 4Hz) , 4. 57 (IH, m) , 2. 65- 
2. 35 (2H, m) . 2. 25-1. 50 (6H, 
m). 


> 9 0% (NMR) 




MS 445 (M+1) 





m&m^^ 128 


IH NMR(5) ppm 

300MHz, DMS0-d6 

8. 21 (IH, s),7. 92and7. 85(2 

H, ABq, J=8. 6Hz),7. 61and7. 
06(4H,A' B' q,J=8.6Hz),7.3 
6-6. 9l(9H,m),4.24(lH.brt 
, J=12. 2Hz) , 2. 35-2. 15 (2H, 
m),l. 95-1. 75(4H,m),1.70- 

I. 58 (IH, m) , 1. 48-1. 14 (3H, 
m) 




J^SP >9 0% (NMR) 


MS 505 (M+1) 




Mmmm^ 129 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8.21(1H, s),7. 92and7.86(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 
22(4H,A' B' q,J=8. 6Hz),7.5 
2-7. 39 (IH. m) . 7. 47and7. 41 
(2H. A'B'q, J=8. lHz),6. 91( 
lH,d, J=8. GHz), 6. 89 (IH, d, 
J=8. 2Hz),6. 75 (IH, s),4. 36 
-4. 18 (IH, m) . 2. 38-2. 17 (2H 
,m), 1.95-1. 76(4H,m),l. 70 
-1.59(lH,m), 1.44-1. 19 (3H 
, m) 


0 


*fi^ > 9 0% (NMR) 


MS 505 (M+1) 
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^ 34 





IH ^^MR(6) ppm 

300MHz, DMS0-d6 
8. 27 (IH, s),7.69(2H, d, J=8 
. 6Hz) , 7. 49-7. 21 (IIH, m) , 5 
. OSandS. 03 (2H, ABq, J=12. 6 
Hz) , 5. 07-4. 99 (IH, m) , 4. 26 
(2H,d, J=6.6Hz),2. 40-2. 18 
(2H,in),2. 04-1.77(4H.m),l 
. 70-1. 58 (lH,m), 1.48-1. 15 
(3H.m) 




*6SE >9 0% (NMR) 


MS 590 (M+1) 






IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 29(1H, s).8. ll(lH,d, J=9 
.0Hz),7. 96 (IH, d, J=8.4Hz) 
.7.80(2H, d, J=8. lHz),7. 72 
-7.4l(7H,iii).7. 12 (IH, d,J= 
12.6Hz),7.01(lH, d, J=8.4H 
z),5. 12 (2H. s),4.06(lH,in) 
, 2. 35-2. 10 (2H, m) , 2. 00-1. 
75(4H,m),l. 75-1.55(lH,in) 
, 1.60-1. 20(3H,ib). 


Of, 


>9 0% (NMR) 


MS .589 (M+1) 




mmmm-^ 132 


IH NMR(6) ppm 

300MHz. DMS0-d6 
12.8(1H. brs),8. 23 (IH, s), 
7. 97(lH,d, J=8. 7Hz),7. 87 ( 
IH. d, J=8. 6Hz).7. 66(2H,d, 
J=8. 6Hz) , 7. 49-7. 33 (5H, m) 
,7. 17-7. 05(6H,m),5. 12 (2H 
,s),4.31(lH. m), 2. 40-2. 15 
(2H,m),2. 05-1.20(8H,m). 




>9 0% (NMR) 


MS 519 (M+1) 
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^ 35 



mmm^^ 133 


IH NMR(d) ppm 






300MHz, DMSO-de 
0. 0/ Kin, s) , 0. 01 vlH, a, J-o 
.7Hz),7. 66 (IH, d, J=8. 7Hz) 
,7.51(2H. d, J=8. 7Hz),7. 31 
(4H, d,J=8. 0Hz),7. 16(4H,d 
, J=8. 0Hz),7. 09(2H,d, J=8. 
7Hz),6. 26 (IH, s),4.37(lH, 
m), 2. 41-2. 28(2H,m).2. 33 ( 
6H, s),2.03-1.84(4H.m),l. 
77 (IH, m) , 1. 45-1. 20 (3H, m) 


> 9 0 % (NMR) 


• 


MS 


531 (M+1) 







134 


IH NMR(6) ppm 


0 


F 


8. 59(lH,d, J=1.5Hz),8.02( 
lH,dd. J=8. 7, 1. 5Hz),7.68( 
IH, d, J=8. 7Hz),7. 54(2H,d, 
J=8.8Hz),7.39(4H.dd,J=8. 
7,5. 3Hz),7. 08 (4H, d, J=8. 7 
Hz), 7. 05 (2H, d, J=8. 8Hz),6 
.29(1H. s),4. 36(lH,in).2.4 
3-2. 19(2H,ni),2.04-1.85(4 
H,ni), 1.78(lH,m), 1.45-1.2 
3(3H,ni). 


> 9 0% (NMR) 




MS 


539 (M+1) 





mmmm^ 135 


IH NMR(6) ppm 


0 


300MHz, DMS0-d6 
12.34(lH,brs).7.93(lH. s) 
,7. 55 (IH, d, J=8. 6Hz),7. 33 
-7. 15(6H,m).7. ll(2H,d, J= 
8. 6Hz),4. 30-4. 20(lH,m).4 
.07(2H, t, J=6. 3Hz),3. 93 (3 

H, s),2. 78 (2H, t, J=7.4Hz), 
2. 35-2. 19 (2H, m) , 2. 12-2. 0 
0(2H. m). 1.91-1. 79(4H,m). 

I. 69-1. 60 (lH,m), 1.47-1.2 
0(3H,m) 


SfiS >9 0% (NMR) 


MS 485 (M+1) 
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mmm^-^ i36 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 13 (IH, s),7.65(2H, d, J=8 
. 7Hz) , 7. 63 (IH, s) , 7. 35-7. 
12 (7H, m).4. 35-4. 20(lH,in) 
,4. lOdH, t, J=6. 3Hz),2. 78 
(2H, t. J=7. 5Hz) , 2. 33-1.78 
(8H,in),l. 70-1. 16(4H,iii) 


0 

11 


*fi^ >9 0% (NMR) 


MS 471 (M+1) 





137 


IH NMR(d) ppiD 






300MHz, DMS0-d6 
8. 24 (IH. s),8. IKIH, s),7. 
76 (2H, d, J=9. GHz) , 7. 37-7. 
16(7H.in),4. 43-4. 30(lH,m) 
, 4. 13 (2H, t, J=6. 3Hz) , 2. 84 
-2. 68 (5H. ni) . 2. 42-2. 22 (2H 
,m),2. 18-1.80(6H,iii),L 70 
-1. 20(4H, nO 


^It > 9 0% (NMR) 




MS 


469 (M+l) 





138 



> 9 0% (NMR) 



MS 



547 (M+l) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 73 (IH, brs),8. 22(1H, s) 
,7. 76 (IH, d, J=8. 7Hz),7. 85 
(IH, d, J=8. 7Hz),7. 54-7.49 
(4H, m),7. 42-7. 21 (5H, m) , 7 
. 11-7.09(3H, in),6. 93(lH,in 
),5. 17 (2H, s),4. 29(3H,m), 
3. ll(2H,m).2. 40-2. 20 (2H. 
m), 1.99-1. 23 (8H,ai) 
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m 37 


mmm^-^ 139 


IH NMR(6) ppm 




300MHz, DMS0-d6 
12. 73 (IH, brs) . 8. 22 (IH. s) 
,7. 93 (IH. d,J=8. 7Hz),7. 73 
(IH, in),7. 60-7. 57(2H,in),7 
.47-6. 90(lH,m),5. ll(2H.s 
) , 4. 33-4. 28 (3H, m) , 3. 09-3 
.04(2H, t, J=6. 7Hz),2. 35-2 
. 20(2H,in), 1. 95-1. 10(8H,m 


> 9 0% (NMR) 




MS 547 (M+1) 





mrnm^-^ ho 


IH NMR(5) ppm 

300MHz, DMS0-d6 
12. 83(2H, brs),8. 22(lH,s) 
,7. 94(lH,d, J=8. 7Hz),7.85 
(IH, d, J=8. 4Hz;) , 7, 63-7. 60 
(2H, m) , 7. 26-7. 03 (6H, m) . 4 
.73(2H, s),4. 30(lH,m),2.4 
0-2. 15 (2H, m) , 2. 00-1. 20 (8 
H,m) 




iNfiS >9 0% (NMR) 


MS 487 (M+1) 




mmm^-^ 141 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 87(lH,brs),8. 24 (IH, s) 
,7. 97 (IH, d,J=9. 0Hz),7. 87 
(IH, d, J=8. 7Hz).7.69and7. 
19 (4H, ABq, J=8. 7Hz) , 7. 36( 
IH, t. J=8. 7Hz).6. 80-6. 72 ( 
3H,m).4.71(2H,s),4. 32(1H 
,m),2. 29(2H,m), 1.95-1. 25 
(8H, m) 


\ / OH 


>9 0% (NMR) 


MS 487 (M+1) 
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mmm^^ 142 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32 (IH. s),8. 27 (IH, d,J=8 
. 7Hz) , 8. 05 (IH, d, J=9. OHz) 
,7. 76-7. 72(3H,m),7.54(lH 
.d.J=8. 4Hz),7. 39-7. 22 (7H 
,ra),5. IKIH, s),4. 36(lH,in 
).2. 35 (3H, s).2. 35-2. 15(2 
H,ni),2. 15-1. 95(2H,m).1.9 
5-1. 75(2H,m). 1. 75-1.55(1 
H,m). 1.55-1. 15(3H,m). 




> 9 0% (NMR) 


MS 551 (M+l) 



mmm^^ 143 


IH NMR(5) ppm 

300MHz, DMS0-d6 
13. l(lH,brs),8. 30(lH,s), 
8.24(1H, d, J=8. 8Hz),8.03( 
IH, d, J=8. 7Hz) , 7. 74-7. 71 ( 
3H,m),7. 52 (IH, d. J=8. 3Hz) 
,7. 40-7. 36(3H.m),7.23(2H 
.d. J=8. 8Hz),7.01(2H,d. J= 
8. 7Hz),5. 11(2H, s),4.35(l 

H, ni),3. 79 (3H, s),2. 45-2.1 
5(2H,m),2. 15-1.95(2H.m), 

I, 95-1.75(2H,iii), 1. 75-1.5 
5(lH,ra).l. 55-1. l5(3H,in). 


0 


>9 0% (NMR) 


MS 56701+1) 




mmm^^ 144 


IH NMR(6) ppm 

300MHz, DMS0-d6 
13.0(lH,brs),8.3l(lH, s), 
8. 23(lH,d, J=8.7Hz),8.04( 
lH,d. J=8. 7Hz),7, 80(2H, d. 
J=8.3Hz),7. 70-7. 66(3H,m) 
, 7. 55-7. 40 (4H, m) , 7. 03-6. 
95(2H,m),5. 08 (2H, s),4. 03 
(IH, m) , 2. 40-2. 15(2H,m).2 
. 18 (3H, s),2. 05-1.70(4H,m 
). 1.70-1. 50 (lH.m),l. 50-1 
. 10(3H,m). 




SifiS > 9 0% (NMR) 


MS 585 (M+l) 
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145 


IH NMR(6) ppm 


0 




300MHz, DMS0-d6 
8.31(1H. s).8. 23 (IH. d, J=8 
. 8Hz) , 8. 02 (IH, d, J=8. 7Hz) 
,7. 73-7. 71 (3H, m),7. 54 (IH 
.d. J=8. 3Hz),7. 48 (2H, d,J= 
8. 4Hz).7. 41-7. 37(3H,m),7 
.22(2H, d,J=8. 7Hz),5. 13(2 

H, s),4. 34(lH.in).2.40-2.2 
0(2H,id).2. 15-1.95(2H,id), 

I. 95-1. 75 (2H. m) , 1. 70-1. 5 
5(lH,m), 1. 50-1. 15(3H,m), 
1.31(9H. s). 


mm 


>9 0% (NMR) 


MS 


593 (M+1) 







146 


IH NMR(5) ppm 






300MHz, DMS0-d6 
8. 29 (IH, s),8. 13(lH,d, J=8 
.7Hz),7. 97 (IH, d,J=8.6Hz) 
,7. 76 (IH, d, J=2. lHz),7.63 
(lH.t. J=8.5Hz).7. 57(lH.d 
d,J=8.2,2. 2Hz),7. 55-7.35 
(6H,n)),7. I5(lH,d. J=12, IH 
z).7.02(lH, d. J=8.6Hz),5. 
10 (2H, s),4. 07(lH.iii),2.35 
-2. 10 (2H, id),2. 00-l.70(4H 
.m). 1.70-1. 55(lH,m),l. 50 
-1. 15(3H,m). 


mm 


> 9 0% (NMR) 


MS 


555 (M+1) 





147 




^^^^ 



MS 



>9 0% (NMR) 



605 (M+1) 



IH NMR(5) ppm 
300MHz, CDC13 

8.61(1H, s),8. 04 (IH. d, J=8 
. 7Hz),7.69(lH, d, J=8. 7Hz) 
,7.66(lH.d, J=2.4Hz).7. 59 
(2H, d, J=8. 7Hz),7. 42(lH,d 
d,J=8. 0, 2.4Hz),7. 38(lH,t 
. J=1.8Hz),7. 28 (2H, d,J=l. 
8Hz),7. 26 (IH, d, J=8. GHz), 
7. 03 (2H, d, J=8. 7Hz),4. 94 ( 
2H. s) , 4. 37 (IH. m) . 2. 43-2. 
21(2H,m).2. 17-1.86(4H.m) 
. 1.79(lH,in), 1.43-1. 26 (3H 
.m). 
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148 


IH NMR(6) ppm 


0 


F 

F 


oUUMnZ^ UMoU GO 

8.21(s, 1H),7.89(1H, d,J=8 

.7. 63-7. 46(5H,m).7. 30-7. 
12(5H,m),7. 08(lH,d,J=ll. 
0Hz).6.8l(lH. s),3. 92 (IH, 
m),2. 15-2.06(2H,ni),1.89- 
172(4H.m),1.61(lH,m).L4 
2-1.09(3H,m). 


mm 


> 9 0% (NMR) 




MS 


557 (M+1) 





149 




b ^. 




>9 0% (NMR) 



MS 



553 (M+1) 



IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 24 (IH, d,J=l. 5Hz),7. 96 ( 
IH, d. J=9. 0Hz),7. 88(lH,dd 
, J=9. 0, 1. 5Hz),7.58(lH.d, 
J=8. 7Hz) , 7. 50-7. 30 (5H, m) 
,7. 22-7. 00(6H,m).6. 13 (2H 
,s),3. 98-3. 80(lH,s),2.36 
-1. 10(10H,m) 



150 



N }ssv 





> 9 0% (NMR) 



MS 



587 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 

8. 23 (IH, s),8. 95 (IH, d,J=8 
.4Hz),7. 88(lH,d, J=8.7Hz) 
.7. 66 (IH, d, J=8.4Hz),7. 52 
-7. 28(7H,m).7. 23(2H,d, J= 

9. 3Hz) , 7. 14 (2H, d, J=8. 7Hz 
),5. 14(2H,s),3. 90-3. 72(1 
H,m),2. 20-1. 10(10H,m) 



178 



wo 01/47883 



PCT/JPOO/09181 



m 41 



mmmm-^ isi 


IH NMR(6) ppm 


0 


6 


CI 


300MHz, DMS0-d6 
8. 18 (IH. s).7, 92-7. 78 (3H, 
m) 7,78-7 58 (3H m).7 58- 
7. 44(4H,m),7. 29 (IH, d, J=8 
. 2Hz) . 7. 01 (2H, d. J=8 7Hz) 
,4. 88 (IH, d, J=1L 8Hz),4.8 
0(lH,d, J=ll. 8Hz),4, 22(1H 
,m),2. 37-2. 16(2H,m),l. 95 
-1. 75(4H,m),1.64(lH,iii),l 
.48-1. 14(3H,iii). 


mm 


>9 0% 


(NMR) 




MS 


605 (M+1) 





mMmm^ 152 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8.21(2H,ni),7. 99-7. 80 (2H, 
m) , 7. 63-7. 08 (9H, m) , 4. 20- 
3. 98 (4H, m) , 2. 20-2. 15 (2H, 
m), 1.95-1. 74(4H,m),1.70- 
1. 54 (lH,ni), 1.44-1. 14(3H, 
d) 


-^^^ 


>9 0% (NMR) 


MS 456 (M+1) 




llll|g0iJ#-€- 153 


IH NMR(6) ppm 

300MH2, DMS0-d6 

8. 20 (IH, s) . 8. 93and7. 83 (2 

H, ABq, J=8. 7Hz) , 7. 86-7. 21 
(llH.m),7. 03(2H,d, J=8.7H 
z),4. 20(lH,brt,J=12. 2Hz) 
,2. 32-2. 13(2H,m),l. 92-1. 
74 (4H. m) , 1. 69-1. 58 (IH, m) 

I. 45-L 15(3H,ni) 




>9 0% (NMR) 


MS 489 (M+1) 
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m 42 


mm&m^ 154 


IH NMR(6) ppm 


0 

n 

0 ^ 


300MHz DMS0-d6 
8. 23 (IH, s),7. 94and7.86(2 
H ABa T=8 6Hz) 7 72-7 16 
(13H,id).5. 25(2H,brs),4.5 
5(2H d T=6 6Hz) 4 31 (IH 

w\£j<Xf U| ^ 1 7« UX \ Ally 

brt, J=12. 2Hz),2.37-2. 18 ( 
2H,ni), 1.98-1.77(4H,in),l. 
70-1. 58(1H.id), 1.48-1. 20 ( 
3H,m) 


>9 0% (NMR) 




MS 489 (U+l) 





mnm^^ 155 


IH NUR(6) ppm 

300S!Hz, DMS0-d6 

8. 21 (IH, s),7. 85and7.6l(2 

H, ABq, J=8. 7Hz) , 7. 61and6. 
99 (4H, A' B' q, J=8. 7Hz),7.2 
8-7. 18(lH.m).7. 25(2H.d.J 
=7. 5Hz) , 7. 07-6. 99(lHm),4 
.30(1H, brt.J=12. 2Hz).3.8 
3 (2H, d, J=6. OHz) , 3. 82-3. 7 
2(1H, m).2. 68-2. 49(2H,m), 
2. 39-2. 2l(2H,m), 1. 96-1.8 
0(4H,m), 1.79-1. 60 (2H,m), 

I. 46-1.22(5H,m),1.30(9H, 
s), 1.00-0. 82(2H,m) 




> 9 0% (NMR) 


MS 626 (M+1) 






IH ^^MR(6) ppm 

300MHz, DMSG-d6 
8. 22 (IH, s),7.92and7.86(2 
H, ABq, J=8. 7Hz) , 7. 68and7. 
18 (4H, A' B' q, J=8.7Hz),7.3 
5(1H, t. J=8, 5Hz),6.80(lH. 
d, J=8. 3Hz),6. 72-6. 70 (2H, 
m)4. 30(1H, brt, J=12. 2Hz), 
3. 99 (2H, brd. J=12. OHz), 3. 
85 (2H, d. J=6. 3Hz) . 2. 82-2. 
62 (2H, m) , 2. 38-2. 20 (2H, m) 
, 1. 99-1. 59 (8H, m) , 1. 42-1. 
03(5H,m). 1. 39(9H,s) 


^'^^^^^ 


> 9 0% (NMR) 


MS 626 (M+1) 



180 



wo 01/47883 
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m 43 



mmm^-^ 157 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 78(lH,brs),8. 22(lH.s) 
,7. 96 (IH, d, J=8. 6Hz),7. 86 
(IH. d. J=8. 6Hz),7. 75(lH,d 
, J=2. 2Hz) , 7. 60 (2H, d, J=8. 
4Hz).7. 55 (IH. dd, J=8. 3, 2. 
2Hz),7. 48 (IH, d, J=8.3Hz), 
7. 18 (2H, d. J=8. 4Hz),6. 73 ( 
2H, s),5. 08 (2H, s),4. 23 (IH 
,m),3. 68 (9H, s),2. 37-2. 17 
(2H.m), 1.99-1. 79(4H,m), 1 
.65(1H, s). 1.49-1. 15(3H,m 


0 O-CH- 

^ C N / 


> 9 0% (NMR) 


MS 627 (M+1) 



158 




> 9 0% (NMR) 



MS 



517 (M+1) 



IH NMR( 6 ) ppm 

300MHz, DMS0-d6 
12. 75 (IH, brs),8. 22 (IH, s) 
,7. 93 (2H, d, J=8. 7Hz).7. 85 
(2H, d, J=8. 5Hz) , 7. 53-7. 21 
(lOH. m) , 6. 94 (2H. d, J=8. 7H 
z),4. 30-4. 12(3H,m),3. 05 ( 
2H,m),2. 35-2. 15(2H,ib), 1- 
95-1. 75 (4H. m) , 1. 75-1. 55 ( 
lH,m), 1.50-1. 10(3H,iii) 





159 


IH NMR(6) ppm 


--So 




300MHz, DMS0-d6 

12. 77 (IH, brs).8. 22 (IH, s) 

, 7. 95 (IH, d, 8. 6Hz), 7. 86(1 

H, d,8.6Hz),7. 80 (IH, s),7. 
70-7. 35 (lOH. m) , 7. 27 (2H, d 
. J=8. 7Hz),5.30(2H, s),4.2 
8(lH,m),2. 35-2. 15(2H,m), 

I. 95-1. 75 (4H, m) , 1. 70-1. 5 
5(lH,m), 1.50-1. 15(3H,m) 




> 9 0% (NMR) 




MS 


503 (M+1) 





181 



wo 01/47883 
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m 44 



MMM^-^ . 160 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.90(IH,brs),8.59(lh,brs 
).8.33 (IH, s),8. 18and8.00 
(2H, ABq, J=8. 5Hz) , 7. 73and 

.32-7. 05 (4H,m),4. 35(lH,b 
rt, J=12. 2Hz),3. 86 (2H. d, J 
=6. 3Hz).3. 25-3.08(2H.m). 
2. 85-2,66(2H,m),2.40-2.2 
8(2H,m),2. 07-1. 14(15H,m) 


0 

11 

W HCI H 


>9 0% (NMR) 


MS 526 (M+1) 





IH NMR(6) ppm 

300MHz, DMS0-d6 
9. 05 (IH, brs), 8. 76 (Ih, brs 
),8. 31(1H, s).8. 19and8.00 
(2H, ABq. J=8. 3Hz) , 7. 79and 
7. 25(4H,A' B' q, J=8. 3Hz).7 
. 39 (IH, brs) . 6. 86-6. 74 (4H 
,m),4. 37(1H, brt, J=12.2Hz 
),3.89 (2H, d, J=5. GHz), 3. 3 

5- 3. 18 (2H, m) , 2. 98-2. 76 (2 
H,m),2. 38-2. 17(2H,m),2. 1 

6- 1. 15(15H,in) 


\^ HOI 


> 9 0% (NMR) 


MS 526 (M+1) 




IIJ6«SJ## 162 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 87 (IH, brs), 8. 58(lH,d, 
J=6. 0Hz),8. 23(1H, s),7.99 
and7. 80 (2H, ABq, J=8. 6Hz) , 
7.61and7. 18 (4H, A'B'q, J=8 
.0Hz),7. 45-7.30(5H,in),5. 
29 (IH, brs), 4. 26 (IH. brt, J 
=12. 2Hz),2. 37-2. ll(2H,m) 
,2.00-1. 71 (4H,m), 1.92 (3H 
,s).l. 70-1. 52 (lH.m). 1.45 
-1. ll(3H,m) 




MS >9 0% (NMR) 


MS 498 (M+1) 



182 



wo 01/47883 



PCT/JPOO/09181 



m 45 





•IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 23 (IH, s), 7.95and7. 86(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 
18 (4H, A' B'q, J=8. 6Hz),7.3 
0 VIM, t, j-o. onz; , D. oU VIH, 
d. J=7. 5Hz) , 6. 72-6. 69 (2H, 
id),5. 20 (IH, t,J=3. 7Hz),4. 
31(1H, brt, J=12.2Hz),3.95 
(2H,t, J=6.8Hz),2.49-2.19 
(4H, m), 1.97-1. 76 (4H,iii),l 
.68(3H, s), 1.67-1. 54(lH,m 
).1.61(3H. s), 1.45^1. 20(3 
H.m) 


0 


*fift >9 0% (NMR) 


MS 511 (M+1) 



mmmm^ i64 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 20 (IH, s),7. 87(2H,s),7, 
68and7. 18 (4H, ABq, J=8. 7Hz 
),7. 35(lH,t, J=7.9Hz),6.8 
KlH, d, J=9. 4Hz) , 6. 72(lHs 
),6.71(1H, d, J=6. 8Hz),4. 8 
0(2H, s),4. 29(lH,brt, J=12 
.2Hz).4. 10 (IH, t,J=6. 7Hz) 
,2. 43(lH,t, J=6.7Hz),2. 39 
-2. 19(2H,ni), 1.97-1. 78 (4H 
.m),1.76(3H, s), 1.70-1. 56 
(IH, m) , 1. 43-1. 19(3H,iB) 




>9 0% (NMR) 


MS 497 (M+1) 






IH NMR(6) ppm 

300MHz, DMS0-d6 
11.21(1H, brs),8. 33 (IH, s) 
.8. 25 (IH, d, J=8. 6Hz),8. 04 
(IH, d, J=8.6Hz),7. 78(2H,d 
,J=8. 7Hz),7. 70-7. 67(2H,in 
), 7. 55-7. 42 (3H,m),7. 27(2 
H, d, J=8. 7Hz),4. 73-4. 30(5 
H.m), 4. 20-3. 97(lH,m),3.4 
2-3. 10 (2H, m) , 2. 45-1. 23 (1 
4H,in) 


0 

HCI 


i^St >9 0% (NMR) 


MS 



183 



wo 01/47883 
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m 46 



m«fij$-& 166 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 27 (IH, s),8. 13(lH.d,J=8 
.4Hz),7.97(lH, d. J=9.0Hz) 
,7. 73(lH,d, J=1.8H2).7.68 

v^n, u, J O. inzi^ , < . v^Vi-n, u 
d, J=8. 4, 2. IHz) , 7. 41-7. 31 
(5H,id),7. 19 (2H, d, J=8.4Hz 
),5. 10 (2H, s),4. 32(lH,ni), 
2. 50 (3H, s). 2.40-2. 15 (2H, 
m),2. 10-1. 75(4H,id),1. 75- 
1. 55(lH.in). 1.55-1. 10 (3H. 
ffl). 


s 


> 9 0% (NMR) 


MS 583 <M+1) 






IH NMR ( 6 ) ppm 

300MHz. DMS0-d6 
8.25(1H, s),8.09(lH,d. J=8 
.4Hz),8. 00(2H, d, J=8. 4Hz) 
,7. 94 (IH. d, J=8. 7Hz),7.80 
(IH, d, J=2. IHz), 7. 73(2H,d 
, J=8. IHz) , 7. 65 (2H, d, J=8. 
7Hz),7. 60 (IH, dd, J=8. 1,2. 
lHz),7.44(lH,d, J=8. IHz). 
7. 16(2H,d,J=8. 7Hz),5. 13 ( 
2H, s),4. 30(lH,m),3. 26 (3H 
,s),2. 40-1. 15(2H,m),2. 05 
-1. 75(4H.m).l. 75-1. 55 (IH 
,m). 1.55-1. 15(3H,in). 


\ ,.0 


> 9 0% (NMR) 


MS 615 (M+1) 



mmm^^^ las 


IH NMR(6) ppm 




300MHz, DMS0-d6 
13. l(lH,brs).8. 32 (IH, s). 
8. 28 (IH, d, J=8.8Hz).8. 05 ( 
lH,d, J=8. 7Hz),7. 80-7. 75 ( 
3H,m),7. 69 (IH, d, J=4. IHz) 
,7.57 (2H,n)),7.34-7.29(3H 
,m),7. 20-7. 15(lH,m),5. 24 
(2H, s).4. 39(lH,m),2. 45-2 
.20(2H,in).2. 20-1. 95(2H, m 
), 1.95-1. 75 (2H, in).l. 75-1 
.55(lH.m). 1. 55-1. 15(3H,iB 


> 9 0% (NMR) 


MS 543 (M+l) 




184 



wo 01/47883 



PCT/JPOO/09181 



m 47 



mmmm^ i69 


IH NMR(6) ppm 


CI 


300MHz, DMS0-d6 
8. 31 (IH, s),8. 26 (IH, d,J=8 
.7Hz),8. 05(lH,d, J=8.7Hz) 
,7. 78-7.71(3H,m).7. 59-7. 
41 (6H, m) , 7. 23 (2H, d, J=9. 0 
Hz), 5. 11 (2H, s),4. 35(lH,m 
),2.40-2. 15(2H,m),2. 15-1 
.95(2H,in), 1. 95-1. 75(2H,m 
), 1.75-1. 55 (lH,n0.1. 55-1 
.15(3H,m). 


mm 


> 9 0% (NMR) 




MS 


571 (M+1) 





mmmm^ no 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 7(1H, brs),8. 66(lH,s), 
8. 61 (IH, m).8. 21(1H, s),7. 
92-7. 79(4H,ni),7.61-7. 56 ( 
3H,in),7. 50-7.43 (2H,m),7. 
10 (2H, d, J=8. 7Hz),5. 09 (2H 
,s),4. 26 (IH, ni).2. 40-2. 15 
(2H.m),2. 00-1.75(4H.m), 1 
.75-1. 55(1H,id),1. 50-1. 15 
(3H,m). 




MS >9 0% (NMR) 


MS 538 (M+1) 






IH NMR ( 8 ) ppm 

300MHz, DMS0-d6 
8.31(1H, s),8. 25 (IH, d,J=8 
.7Hz),8. 04 (IH, d, J=8.7Hz) 
,7. 74-7. 71 (3H, in),7. 57-7. 
46(3H,ra),7. 39 (IH, d, J=8. 1 
Hz),7.31-7.21(4H,m),5. 11 
(2H, s),4. 35(lH,m).2.40-2 
. 15(2H, in),2. 15-1.95(2H,m 
), 1. 95-1. 75 (2H,in), 1.75-1 
.55(lH,m),l, 55-1. 15(3H,m 
). 




*fiS >9 0% (NMR) 


MS 555 (M+1) 



185 



wo 01/47883 PCT/JPOO/09181 



^ 48 



mmmm^ 172 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 24 (IH, s),7. 99 (IH. d, J=8 
.7Hz),7.88(lH, d, J=10.5Hz 
),7. 70 (IH, dd, J=ll. 4,1.8H 
z; , 7. 48-7. 32 Kbti, m) , 7. 17- 
7. 09(5H,m),5. 12 (2H. s),4. 
30 (IH, m), 2. 40-2. 15(2H,m) 
.2.05-1.75 (4H,m), 1. 75-1. 
55(lH.m), 1.55-1. 20 (3H.m) 




illfiS >9 0% (NMR) 


MS 537 (M+1) 




mmm^-^ 173 


IH NUR(5) ppm 

300MHz, DMS0-d6 
8. 33 (IH, s),8. 29(lH,d,J=8 
.7Hz),8.06(lH, d.J=8.7Hz) 
.7.82-7. 74(4H,m),7. 45 (IH 
,dd, J=8.4, 3. 0Hz),7.39(2H 
.d, J=8. 7Hz),5.28(2H.s),4 
.40(lH,m),2. 40-2. 15(2H.m 
),2. 15-1. 95 (2H,in), 1.95-1 
.75(2H,m). 1.75-1. 55(lH,m 
),1. 55-1. 15(3H,m). 


0 

0 


>9 0% (NMR) 


MS 540 (M+1) 



mMm^^ 174 


IH NMR(6) ppm 


CI 


300MHz, DMS0-d6 
12. 80 (IH, brs),8. 26 (IH, s) 
,8.01(lH,d, J=8. 7Hz),7. 85 
(IH, d, J=8. 7Hz),7. 80-7. 70 
(lH,m),7. 60-7. 36(7H,m),7 
. 18-6. 9l(2H,m). 5.09 (2H,s 
),4. 11-3. 90(lH,m).2. 32-1 
. 18(14H,m) 


>9 0% (NMR) 




MS 590 (M+1) 




186 
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^m&m-^ 175 


IH NMR(6) ppm 

300MHz, DMSO-de 
12.75(1H, s),8.21(lH. s),7 
. 94and7. 85 (2H, ABq, J=8. 7H 
z),7.61and7. 00(4H,A'B' q, 
J=8. 5Hz),7. 31-6.91(2H,m) 
,7. 25(2H,d,J=7. 7Hz),5.41 
(2H, brs) , 4. 54 (2H, d. J=6. 6 
Hz), 4. 35-4. 14(2H,m),2.49 
-2. 15 (3H, m), 1.95-1. 55 (5H 
.m), 1. 50-1. 13(5H,m),l. 10 
-0. 77(2H,m) 


0 


HBt > 9 0% (NMR) 


MS 568 (M+1) 





IH NMR ( 6 ) ppm 

300MHz, DMS0-d6 
8. 24 (IH, s),7. 97and7. 87(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 
19 (4H, A' B' q, J=8. 6Hz).7.3 
5(1H, t, J=8. lHz),6.81(lH, 
d,J=9. 2Hz),6. 72 (IH, s).6. 
71 (IH. d, J=6. 5Hz),4. 48-4. 
20 (2H. ni),3. 95-3. 75(3H,m) 
,3. 03 (IH, t, J=12. 3Hz),2.6 
0-2. 40 (IH, m) , 2. 39-2. 15 (2 
H,m),2. 07-1. 58(6H,m). 1.9 
9(3H, s),l. 50-1.00(5H,m) 




*fi^ > 9 0% (NMR) 


MS 568 (M+1) 






IH NMR(6) ppm- 

300MHz. DMS0-d6 
12. 76 (IH. s),8. 23(lH.s),7 
. 96and7. 86 (2H, ABq. J=8. 6H 
z),7. 69and7. 20 (4H, A'B'q. 
J=8. 6Hz) , 7. 39 (IH, t, J=8. 2 
Hz), 6. 86 (IH, d, J=8. 3Hz),6 
.81(1H. s),6. 76 (Ih, d,J=8. 
0Hz),4. 83 (2H, s),4.3l(lH, 
brt,J=12. 2Hz).2. 39-2. 19 ( 
2H, in), 1.99-1. 79(4H,m),l. 
70-1. 58 (IH, in),l. 48-1. 20( 
3H.ni) 


0 


> 9 0% (NMR) 


MS 467 (M+1) 



187 



wo 01/47883 
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mmm^^ its 


IH NMR(5) ppm 

300MHz, DMS0-d6 
12.85(1H. s),8. 75 (IH, s),8 
.63(2H,d. J=3. 8Hz).8. 25(1 
H, s),8. 04-8.0l(2H,m),8.0 
zana/. ^zn, aoq, j—q, Onzj 
,7. 72and7. 20 (4H, A' B' q, J= 
8. 6Hz),7. 57 (2H. dd, J=7. 8, 
5.0Hz), 7. 40 (IH, t,J=8.2Hz 
),6. 93(lH,d,J=8. 2Hz),6.8 
7(1H, s),6. 77 (IH, d,J=8.2H 
z),5. 23(2H,s),4. 33(lH,br 
t, J=12. 2Hz) . 2. 40-2. 18 (2H 
.m), 2. 00-1, 55(5H,iii),1.50 
-1 ^ei('^u m\ 


0 


>9 0% (NMR) 


MS 520 (M+1) 




mmm^^ 179 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32 (IH, s),8. 29(lH,d, J=9 
.0Hz)-,8. 06 (IH, d, J=8.7Hz) 
,7. 61(lH,d, J=8.4Hz).7.58 
-7.32(5H, in),6. 98(lH,d, J= 
2. lHz),6. 93 (IH, dd,J=8. 7, 
2. lHz),5. 27 (2H, s), 4. 16-4 
.OOdH, ni),3. 87(3H, s),2.2 
0-2. 12 (2H, m) , 2. 02-1. 98 (4 
H,ffl), 1.70-1.60(1H,IB),1.5 
2-1. 10(3H,ni) 


i 

6 ^ 


>9 0% (NMR) 


MS 457 (M+1) 



mmm^^- iso 


IH NMR(5) ppm 


0 

o - 


300MHz, DMS0-d6 
8.21(1H, s).7.9l(lH,d, J=8 
.6Hz),7. 85(lH,d, J=8.6Hz) 
,7. 63 (2H.d, J=8.4Hz),7.60 
(lH,d,J=9. OHz), 7.25(2H,d 
,J=8. 4Hz),7. 23 (IH, d,J=3. 
OHz), 6. 95 (IH, dd, J=9. 0, 3. 
OHz), 5. 19 (2H, s),4. 30 (IH. 
m),3. 78 (3H, s), 2. 40-2. 19 ( 
2H, m) , 2. 00-1. 87 (4H, m) , 1. 
66(lH,m), 1.49-1. 18(3H,ib) 


>9 0% (NMR) 


MS 536 (H+1) 




188 
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181 


IH NMR(d) ppm 


U 




300MHz, DMS0-d6 
o, ly UH, s) , 7. yo vln, a, J-o 
.7Hz),7.86(lH.d, J=8. 7Hz) 
, 7. bo ^4H, d, J-7. 4Hz; , 7. 47 
(2H.d, J=8. 7Hz).7. 44-7. 27 
v6H, m; , 6. 99 v2H, d, J-o. 7Hz 
),4. 20(lH,m),2. 34-2. 12(2 
H.m), 1.98-1. 75 (4H,ni), 1.6 
4(1H, m), 1. 46-1. 13(3H,m). 


>9 0% (NMR) 




MS 


547 (M+l) 





mmmm^ i82 


IH NMR(6) ppm 


0 


01 

o - 


300MHz, DMS0-d6 
8. 55 (IH, d, J=2. lHz),8. 32 ( 
IH, m),8.2l(lH, s),7.95(lH 
, d, J=8. 4Hz) , 7. 86 (IH, d, J= 
7. 8Hz),7. 68-7. 56(7H,m),7 
.14(2H,d,J=8. 7Hz),5.21(l 

H, s),4. 26 (IH, m),2. 35-2. 1 
5(2H.m),2. 00-1. 75(4H,in), 

I. 74-1. 55(lH,iii), 1.50-1.1 
5(3H,m) 




> 9 0% (NMR) 




MS 


582 (M+) 





183 



MS 




> 9 0% (NMR) 
594 (M+) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
10. 16 (IH, s),8. 25 (IH, s).8 
.07(1H, d, J=8. 7Hz),7. 94-7 
.87 (2H, m),7.71-7.62(3H,m 
),7. 50-7. 42(4H.m),7. 30(1 
H, d, J=8. 4Hz),7. 14 (2H, d.J 
=8. 4Hz),5.06(2H, s),4.31( 
lH,m),2. 35-2. 15(2H,m),2. 
05-1. 75(4H, in), 1. 75-1. 55 ( 
IH, m), 1.50-1. 15(3H.Di) 



189 



wo 01/47883 



m 52 



PCT/JPOO/09181 





IH NMR(5) ppm 

300MHz, DMS0~d6 
13.2(2H,brs),8. 30(lH,s), 
8,26(1H, d, J=8.8Hz),8.04( 
lH,d, J=8. 8Hz),8. 00(2H,d, 
J=8. 2Hz) , 7. 79 (IH, s) , 7. 73 
(2H, d. J=8. 7Hz).7.61-7. 56 
(3H,m),7. 44(lH,d, J=8. 3Hz 
),7. 23 (2H, d, J=8. 8Hz),5. 1 
3(2H, s),4. 35(lH,m),2.45- 
2. 15(211, id). 2. 15-1. 95 (2H, 
fli). 1.95-1. 75 (lH,m), 1.75- 
1. 15(3H,m). 


OH 


U& >9 0% (NMR) 


MS 581 (M+1) 




mmmm^ iss 


IH NMR(6) ppm 

300MHz, DMS0-d6 

8. 30<lH,m),8.24(lH. d, J=9 

.0Hz).8. 03(lH,d. J=9. GHz) 

.7.79-7. 10(9H,m),5.20-5. 

07 (2H, m),4. 43-4. 04 (4H, m) 

, 3. 50-3. 36 (2H, m) , 2. 40-1. 

19(l4H,ra) 




> 9 0% (NMR) 


MS 554 (M+1) 





IH NMR( 6 ) ppm 

(DMSQ-de) 6 :8.29(lH,brs) 
,8. 10 (IH, d, J=8. 4Hz),7. 97 
(IH, d,J=8. 4Hz),7.79(2H.d 
, J=8.4Hz),7. 74-7. 67(lH.in 
),7, 68(2H,d, J=8.4H2),7.6 
l(lH,d, J=8. 4Hz),7. 57-7.5 
0(2H, in), 7. 46-7.39(lH.m), 
7. 29(lH,d,J=2.4Hz),7.1l( 
IH, dd, J=2. 4, 8. 4Hz),5. 12 ( 
2H, s),3. 99-3. 84(lH,m),2.^ 
35-1. 72(6H,m), 1.68-1. 55 ( 
lH,m), 1.42-1. 10(3H.ni) 




Mlg > 9 b% (NMR) 


MS 605 (M+1) 



190 



wo 01/47883 



PCT/JPOO/09181 



m 53 



mmmm^ is? 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 76 (IH, s),8. 57 (IH. d. J= 
4. 4Hz),8. 23 (IH, s),7.96an 
d7. 86 (2H, ABq, J=8. 2Hz) , 7. 
oi 1. vxn, ID/ ,1. DOonui. 1 
2(4H, A' B' q, J=8. 6Hz),7. 53 
(2H, d, J=7.8Hz),7. 37(lH,t 
,J=8. 3Hz).7. 36-7. 33(lH,m 
),6. 90 (IH, d. J=8. 3Hz),6.8 
3(1H, s),6. 74(1H, d.J=8.0H 
z),5.20(2H, s),4.31(lH,br 
t, J=12. 2Hz) , 2. 35-2. 19 (2H 
,m), 1.99-1. 57 (5H,in),l. 45 
-1 onfw 


g 


>9 0% (NMR) 


MS 520 (M+l) 




mmmm^ iss 


IH NMR(S) ppm 

300MHz. DMS0-d6 
12. 77 (IH, brs),8.21(lH.d, 
J=l,4Hz), 7.92(lH,d,J=8.7 
Hz), 7. 88 (IH, dd,J=8. 7, 1.4 
Hz), 7. 57 (2H, d,J=8.7Hz),7 
.57-7. 27(7H,m),7. ll(2H,d 
, J=8. 7H/),5. 07 (2H, s),4.2 
edH.m), 2. 36-2. 16(2H,m), 
1.98-1. 75 (4H,m), 1.64 (IH, 
m), 1.49-1. 17(3H,m). 


6 ^ 


MS > 9 0% (NMR) 


MS 555 (M+l) 





189 


IH NMR(6) ppm 


o 


CI 

o 


300MHz, DMS0-d6 
8.32(1H, s).8. 30-8. 20 (2H, 
m),8. 10-7. 98(2H,m),7. 74 ( 
2H, d, J=9. GHz) , 7. 60-7. 46 ( 
5H,m),7. 24(2H,d, J=9.0Hz) 
,5. 19 (2H, s),4. 44-4. 30 (IH 
,m),2. 40-2. 20(2H,m),2. 12 
-1.78(4H,m), 1.72-1. SB (4H 
,m) 


>9 0% (NMR) 




MS 


581 (M+l) 





191 



wo 01/47883 



PCT/JPOO/09181 



^ 54 



mmmm^ 190 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 36-7.90 (5H,m).7. 74(2H, 
d. J=8. 6Hz) , 7. 60-7. 40 (5H, 
in), 7. 25 (2H. d, J=8. 7Hz),5. 
14 (2H, s),4. 45-4. 28(lH,nO 
,2. 40-2. 15(4H,m), 1.75-1. 
55(lH,m), 1.55-1. 20 (3H.in) 


a 

0 <^ 

6 >- 


>9 0% (NMR) 


MS 580 (M+1) 







191 


IH NMR ( 6 ) ppm 






CM, 


300Mz, DMS0-d6 
8. 22 (IH, s),7. 94 (IH, d,J=8 
.4Hz). 7. 85 (IH, d, J=8. 7Hz) 
,7.61(2H, d, J=^8. 7Hz),7. 25 
-7. 00 (6H, Di) , 4. 86 (2H, s) , 4 
. 30 (IH, in),2.89 (3H,s),2.8 
0 (3H, s) , 2. 29 (2H. m) . 2. 00- 
1. 75(4H.id).1. 70-1. 55 (IH, 
iii),l. 50-1. 15(3H.in) 


mm 


> 9 0% (NMR) 






MS 


514 (M+1) 







mMm^-^ 192 


IH MRid) ppm 

300MHz, DMS0-d6 
8. 22 (IH, s),7. 94 (IH, d, J=8 
.4Hz),7. 85 (IH. d, J=8. 7Hz) 
.7. 61(2H. d, J=8. 7Hz).7, 26 
-7. Ol(6H,m),4. 84(2H,s).4 
.31(lH,m),3. 36(4H,m),2.2 
9(2H, m).2. 00-1. 75(4H,Hi). 
1.75-1. 15(10H,m) 




mm > 9 0% (NMR) 


MS 554 (M+1) 



192 



wo 01/47883 



PCT/JPOO/09181 



^ 55 



mmm^"^ 193 


IH NMR(6) ppm 

300MHz. DMS0-d6 
13. 00 (IH. brs),8. 29(lH,d, 
J=1.4Hz).8. 15(lH,d,J=8.8 
Hz) , 7. 97 (IH, dd, J=l. 4Hz, 8 
.8Hz),7. 89(2H,d, J=8.8Hz) 
,7. 80-7.60(5H,ni)7. 25 (2H, 
d. J=8. 8Hz),4. 47-3. 90 (4H, 
m),3. 20-3. I0(2H,m).2.41- 
1. 22(14H, m) 


o 

6 3: 


#6* > 9 0% (NMR) 


MS 560 (M+1) 



mmm^^ 194 


IH NMR(6) ppm 

300MHz. DMS0-d6 
12.80(lH,brs),8.23(lH,8) 
,7.97(lH,d, J=8.5Hz),7.87 
(IH, d,J=8. 5Hz),7, 70-7.17 
(9H,m),4. 60-4. 13(4H,in),3 
.72-3. 40(2H,in).2. 40-1. 15 
(14H, m) 


0 


*eSE > 9 0% (NMR) 


MS 524 (M+1) 




mmmm^ 195 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 25(lH.s),8. 09-7. 92 (5H, 
iii),7.77(lH, s).7. 65 (2H, d. 
J=8. 4Hz) , 7. 59-7. 51 (3H, m) 
, 7. 43 (2H, d, J=8.4Hz).7. 17 
(2H, d,J=8. 7Hz),5. 10(2H,s 
).4. 30(lH,m),2.40-2. 15(2 
H.m),2. 10-1.75(4H,m). 1.7 
5-1. 55(lH,iD), 1.55-1, 10(3 
H,m). 




> 9 0% (NMR) 


MS 580 (M+1) 



193 



wo 01/47883 



PCT/JPOO/09181 



m 56 



mMmm^ i96 


IH NMR(6) ppm 


o 


6 


/)— O N— OH, 


^00MH7 DMSO-rffi 

Kj\J\JVllli£jf Lfi.H\J\J \i.\J 

8. 22 (IH, s),7. 95(lH.d,J=8 

• tnz/ , J . OQ V in, a, j"*o. ^nz/ 
,7. 69and7. 18 (4H, ABq,J=8. 
7W7) 7 t T=fi flH7"^ 

6. 80-6. 69(3H,ra),4. 83 (2H, 
s),4. 31(1H, m)-,2.98(3H,s) 
.2. 84 (3H. s),2. 29(2H,m),2 
.00-1. 75(4H,ni). I. 70-1. 55 
(lH,m). 1. 50-1. 15(3H,ni) 


> 9 0% (NMR) 




MS 




514 (M+1) 







^ 197 


IH NMR(5) ppm 


o 




300MHz, DMS0-d6 
8. 23 (IH. s),7. 95(lH,d,J=8 
. 4Hz) , 7. 86 (IH, d, J=8. 7Hz) 
, 7. 69and7. 18 (4H, ABq, J=8. 
7Hz), 7. 35(1H, t, J=8. 4Hz), 
6. 80-6. 70(3H,m),4. 82 (2H, 
s),4. 31(1H, ra),3. 40(4H,m) 
,2. 29 (2H, ni),2.00-l. 75 (4H 
,m), 1.70-1. 15(10H,m) 


> 9 0% (NMR) 




MS 


554 (M+l) 





IIJfe0(l## 198 


IH NMR(6) ppm 

300MHz. DMS0-d6 
12. 75 (IH, s),8. 23(lH.d, J= 
4, 4Hz) , 7. 95and7. 86 (2H, AB 
q. J=8. 6Hz) . 7. 69and7. 19 (4 
H, A' B'q, J=8.6Hz). 7. 36 (IH 
,t, J=7. 8Hz),6. 82 (IH, d, J= 
9. 3Hz),6. 73 (IH, s). 6. 71(1 
H, d, J=7. 2Hz),4. 30(lH,brt 
, J=12. 2Hz) , 3. 89 (2H, d, J=6 
.0Hz).3. 59(2H, d,J=ll. 7Hz 
),2. 85 (3H, s),2. 73(2H,t,J 
=10. 5Hz),2. 41-2. 20(2H,iii) 
,1. 98-1.59(8H,in), 1. 46-1. 




MS? > 9 0% (NMR) 


MS 604 (M+l) 



194 



wo 01/47883 



PCT/JPOO/09181 



* 57 





199 


IH NMR(6) ppm 


o 


a 

X)-0-°<_>£ 


300MHz, DMS0-d6 
8. 33 (IH, s),8. 30 (IH. d,J=8 
. 9Hz; , 8. 06 (IH, d, J =8. 7Hz) 
,7.79(2H,d, J=8. 7Hz),7.70 
(2H, d, J=8. 7Hz) , 7. 61 (2H, d 
,J=8. 7Hz), 7.39(2H, d,J=8. 
8Hz).5. 28(2H, s).4. 39 (IH. 
m),2. 50-2. 15(2H,m),2. 15- 
1.95(2H,id),1. 95-1. 75 (2H, 
m).1.75-l. 55(lH,In),1.55- 
l. 15(3H,m). 


>9 0% (NMR) 


MS 


542 (M+l) 





mmmm^ 200 


IH NMR(6) ppm 

(DMS0-d6) 6 :8.23(1H, s).7 
.96(1H, d, J=8. GHz) , 7. 86(1 
H. d, J=8. 6Hz) , 7. 69 (2H, d, J 
=8. 4Hz),7. 52 (IH, s),7.50- 

7. 30(4H,m).7. 18(2H,d,J=8 
.4Hz),6. 90 (IH, d, J=8. 3Hz) 
,6. 84 (IH, s),6. 74 (IH, d,J= 

8. 3Hz) , 5. 15 (2H, s) , 4. 39-4 
.2I(1H. ni),2. 39-2. 18(2H,m 
), 1.99-1. 80 (4H,m),l. 71-1 
.59(lH.jn), 1.50-1. 20 (3H, IB 




>9 0% (NMR) 


MS 553 (M+l) 




mmmm^ 201 


IH t«IR(5) ppm 

(DMS0-d6) 6 :8.26(1H, s),8 
.06(1H, d, J=8. 7Hz),7.92(l 
H.d, J=8. 7Hz),7. 72 (2H, d,J 
=8. 7Hz),7. 47(4H, s),7. 38 ( 
IH, t, J=8. 2Hz),7. 20 (2H, d, 
J=8. 7Hz),6. 90 (IH, d.J=8.2 
Hz), 6. 83 (IH, s),6. 74(lH,d 
, J=8. 2Hz),5. 14 (2H, s).2.4 
0-2. 19(2H,ni),2. 04-1.78(4 
H.m),l. 71-1.60(lH,m),1.5 
0-1. 21 (3H, m) 




>9 0% (NMR) 


MS 553 (M+l) 



195 



wo 01/47883 



PCT/JPOO/09181 



^ 58 



mmmn-^ 202 


IH MR(6) ppm 

(DMS0-d6) 6 : 12. 81 (IH, brs 
),8. 24 (IH, s),7.99(lH,d, J 
=8.7Hz),7. 87 (IH, d. J=8. 7H 
z).7. 69 (2H, d, J=8.6Hz),7. 
cQ_7 47C2H m) 7 "^RdH t 
J=8. 2Hz) , 7. 26-7. 16 (4H, m) 
,6. 89 (IH, d, J=8. 2Hz),6. 82 
(IH, s),6. 73 (IH, d,J=8.2Hz 
),5. 11 (2H, s), 4. 40-4. 21(1 
H,m),2. 40-2. 17(2H,m),2.0 
1-1. 77 (4H, m) , 1. 71-1. 59(1 
H,in), 1.50-1. 20 (3H,ni) 


0 


>9 0% (NMR) 


MS 537 (M+1) 



mmmm^^ 203 


IH NMR(5) ppm 

300MHz, DMS0-d6 
12. 74 (IH, brs),8.21(lH,s) 
,8. 08 (2H. d, J=9. 0Hz),7. 93 
(IH, d, J=8. 7Hz),7. 85(2h,d 
,J=8. 7Hz),7. 58(2H. d, J=8. 
7Hz).7. 13(2H,d, J=8.7Hz), 
6. 83 (2H, d, J=9. OHz) , 4. 50- 
4. 08(4H.in),3. 68-3. 30 (2H, 
a), 2. 40-1. 23(14H,id) 


6 ^ 

NO, 


> 9 0% (NMR) 


MS 541 (M+1) 




mmmm^ 204 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 39-8. 28(2H,in),8. 08 (IH, 
d, J=8. 8Hz),7. 76 (ZH. d, J=8 
.7Hz),7. 29(2H, d, J=8. 7Hz) 
.7. 25-7. 13 (2H. m), 6.80-6. 
60 (3H, m) , 4. 46-3. 98 (4H, m> 
.3.51-3. 42(lH,m).3. 20-3. 
04 (IH, in),2. 39-1.20(14H,in 
) 




ffiS > 9 0% (NMR) 


MS 



196 



wo 01/47883 



PCT/JPOO/09181 



m 59 



mmm^^ 205 


IH NMR(6) ppm 

300MHz. DMS0-d6 
9. 59 (IH, brs).8. 23(lH.s). 
8. 04 (IH, d, J=8. 4Hz),7. 90 ( 
IH, d, J=8. 4Hz), 7.62(2H. d. 
J-8. 7Hz; , 7. 39 \2n, 2H, d, J= 
8. 7Hz)7. 18(2H, d, J=8.7Hz) 
,6.63(2H, d. J=8.7Hz),3.95 
-3. 37(4H,m),3. 51-3.40(1H 
.ni),3. 17-3. 02(lH.m),2.39 
-1. 18(l7H,iii) 


0 

6 ^ 

V 

0 


>9 0% (NMR) 


MS 553 (M+1) 




mMm^^ 206 


IH NMR(6) ppm 

300MHz, DMS0-d6 
13. KlH, brs),8. 33(lH,s), 
8. 29 (IH, d, J=8. 8Hz).8,D6( 
lH,d, J=8. 7Hz),7. 77(2H, d, 
J=8. 7Hz) , 7. 59-7. 52 (4H, m) 
,7. 35 (2H, d, J=8. 8Hz),5. 19 
(2H, s),4. 39(lH.m),2.7l(3 
H, s),2. 45-2. 20(2H,m),2.2 
0-1.95 (2H,m), 1.95-1. 75(2 
H,m). 1.75-1. 55 (lH,m). 1.5 
5-1. 15(3H,m). 


a 


> 9 0% (NMR) 


MS 558 (M+1) 




mmm^-^ 207 


IH NMR(6) ppm 

SOOMHz, DMS0-d6 
8. 29 (IH, s) , 8. 26 (IH, d, J=8 
. 8Hz) , 8. 04 (iH, d, J=8. 7Hz) 
,7. 73 (2H, d, J=8. 8Hz).7. 50 
-7. 41(6H, m), 7. 36(2H,d, J= 
8. 8Hz),7. 18-7. 13(2H,m),6 
.84(1H, s),4. 33(lH,m),2.4 
0-2. 15 (2H, m),2. 15-1.95(2 
H.m), 1.95-1. 75(2H.m),l. 7 
5-1. 55 (IH, m) , 1. 55-1, 15 (3 
H.m). 


F 


> 9 0% (NMR) 


MS 539 (M+1) 





197 



wo 01/47883 



PCT/JPOO/09181 



^ 60 



mmm^^ 208 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 32 (IH, s),8. 27 (IH, d,J=9 
.0Hz),8. 07-8. 00(3H,ia),7. 
79-7. 70(3H,m),7. 51(2H, d, 
J— 0. inz/ , / . 4U vZn, a, j— o, ^ 
Hz), 7. 18 (2H, d,J=8. 7Hz).4 
.99(2H, s),4. 34(lH,in),2.4 
0-2. 15(2H,m),2. 15-1. 95(2 
H,m), 1. 95-1. 75(2H,in), 1.7 
5-1. 55(lH,m), 1.55-1. 15(3 
H,m). 


CI 

0 \^ 


iWi? > 9 0% (NMR) 


MS 582 (M+1) 




mmm^^ 209 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 24 (IH, d, J=4. 4Hz) . 7. 98a 
nd7.88(2H,ABq, J=8.6Hz),7 
. 70and7. 19 (4H, A" B' q, J=8. 
4Hz),7. 35 (IH, t, J=8. 4Hz). 
6. 86 (IH, d, J=8. lHz),6. 79( 
IH, s),6. 71(lH,d, J=8. IHz) 
,4.65-4. 53(lH,m),4. 31(1H 
,brt, J=12. 2Hz),3. 88-3. 78 
(2H.m),3.48(2H,t, J=9.0Hz 
),2. 39-2. 19 (2H,in). 1.02-1 
.71(6H,ni), 1. 70-1.50(3H,m 
), 1.46-1. 19(3H,m) 




MS > 9 0% (NMR) 


MS 513 (M+1) 




mmm^-^ 210 


IH WARid) ppm 

300MHz, DMS0-d6 
12. 75 (IH. s),8. 23 (IH, s),7 
. 96and7. 87 (2H, ABq, J=8. 7H 
z), 7.84-7. 66 (6H, n!),7. 38 ( 
IH, t, J=8. 4Hz),7. 18 (2H, d, 
J=8. 4Hz),6.91(lH. d,J=9.0 
Hz),6.84(lH, s),6. 74(lH,d 
, J=8. IHz), 5. 26 (2H, s),4.3 
1 (IH. brt, J=12. 2Hz) , 2. 40- 
2. 20 (2H, m). 1. 99-1. 76 (4H, 
m), 1.69-1. 58(lH.m), 1.45- 
1. 20(3H,in) 


0 

6 ^ 


MS > 9 0% (NMR) 


MS 587 (M+1) 



198 



wo 01/47883 



PCT/JPOO/09181 



m 61 



mmm^"^ 211 


IH NMR( 6 ) ppm 

300MHz. DMS0-d6 
8. 29 (IH, s) , 8. 15and7. 47 (2 
H. ABq, J=9. OHz) , 7. 77and7. 
24 (4H, ABq, J=8. 9Hz) . 7. 39 ( 
IH. t. J=7.8Hz),6. 84(lH,d, 
J=9. 3Hz),6. 76(lH,s),6.75 
(lH,d.J=9. 5Hz).4. 36(lH,b 
rt,J=12. 2Hz).3. 89(2H,d, J 
=6. OHz), 3. 42 (2H. d,J=10.8 
Hz), 3. 04-2. 88(2H,m),2.78 
-2. 60(lH.m),2.7l(2H, d. J= 
4. 8Hz),2. 38-2. 20 (2H,m),2 
.07-1.80(7H,m), 1.70-1.20 


0 

11 


>9 0% (NMR) 


MS 540 (M+1) 



mmm^ 212 


IH NHR( a ) ppm 

300MHz. DMS0-d6 
8. 22 (IH, s) , 7. 93and7. 87(2 
H. ABq, J=8. 6Hz) , 7. 68and7. 
17 (4H, A' B' q, J=8. 7Hz),7.4 
3-7. 33 (5H. m) , 6. 87 (IH. d, J 
=8. lHz),7. 18 (2H, d.J=8.4H 
z),6. 91(1H, d. J=9.0Hz).6. 
81 (IH, s),6. 72 (IH, d, J=8.0 
Hz), 5. 08 (2H, s).4. 36(lH,b 
rt,J=12. 2Hz), 2. 37-2. 20(2 
H,m),l. 98-1. 78(4H,m), 1.6 
9-1. 60(lH,m), 1.41-1.21(3 
H.m), 1. 28 (9H, s) 




>9 0% (NMR) 


MS 575 (M+1) 




mmm^ 213 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 23 (IH, s).7. 95and7.86(2 
H, ABq, J=8. 4Hz) . 7. 69and7. 
19(4H,A'B'q, J=8. 7Hz).7.6 
2-7. 36 (5H, ra).6. 90 (IH, d, J 
=8. lHz),6. 84 (IH, s),6. 76( 
lH,d, J=8. lHz),5. 19(2H, s) 
,4. 31(1H, brt, J=12. 2Hz),2 
. 40-2. 19 (2H, m) , 1. 99-1. 76 
(4H,m), 1. 68-1. 55(lH,iii),l 
.50-1. 18(3H,m) 




>9 0% (NMR) 


MS 553 (M+1) 



199 



wo 01/47883 



PCT/JP00/a9181 



^ 62 



mmmm^ 214 


IH NMR( S ) ppm 

300MHz, DMS0-d6 
8. 94(lH.d, J=2. lHz),8.60( 
IH, dd, J=4. 8, 1.5Hz),8.23( 
IH, d,J=l. 5Hz),8. 12(lH,dt 
, J=8. 1, 2. IHz) , 7. 93 (IH, d, 
J=8. 7H2),7.87(1H. dd,J=8. 
7, 1. SHz),?. 70(1H, d.J=8.7 
Hz), 7. 67-7. 54 (3H, ni),7. 50 
(lH.dd, J=8. 1,4. SHz), 7. 25 
(2H, d, J=8. 7Hz),7.21(lH,in 
),4. 31(lH,ni).2. 38-2. 19(2 
H.m),2. 00-1. 78(4H,m),1.6 
5(1H, Di), 1.48-1. 22(3H,iii). 


o 


♦fiSf >9 0% (NMR) 


MS 490 (M+1) 




MMm^-^ 215 


IH NMR(a) ppra 

300MHz, DMS0-d6 
12. 75 (IH, brs),8. 23(lH,s) 
, 7. 95 (IH, d, J=8. 7Hz) , 7. 86 
(IH, d,J=8. 7Hz),7.73(2H,d 
, J=8.4Hz),7. 71(2H,d, J=8. 
4Hz), 7. 63-7. 39(2H,in),7.5 
2(2H. d, J=8.4Hz), 7.24(2H, 
d, J=8. 4Hz),7. 18(lH,in),4. 
31.(1H, m), 2. 39-2. 20(2H,m) 
,2. 00-1. 76 (4H,m), 1.65 (IH 
,m), 1.49-1. l8(3H,m). 


X 0-0-" 


>9 0% (NMR) 


MS 523 (M+1) 




mmmm"^ 216 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.77(1H, s),8. 23(lH,d,J= 
1.4Hz), 7.95(1H, d, J=8.6Hz 
),7. 86 (IH, dd, J=8. 6,1. 4Hz 
),7. 70 (2H, d. J=8. 7Hz),7.6 
4(2H, d,J=8. SHz), 7. 56-7.4 
8(2H, m),7. 40 (IH, s),7.23( 
2H,d, J=8. 7Hz),7. 10(lH,m) 
. 7. 03 (2H. d. J=8. 8Hz) . 4. 31 
(IH, m),3. 80 (3H,s), 2.48-2 
.20(2H,m),2. 00-1.88(4H,m 
). 1.66(lH,m), 1.50-1.21(3 
H,m). 




>9 0% (NMR) 


MS 519 (M+1) 



200 



wo 01/47883 
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S 63 


mmmm^ 217 


IH NMR(8) ppm 

(DMS0-d6) 6 :12.80(lH,brs 
),8.23(1H, s),8. 04(lH,d,J 
=8. 6Hz),7. 96(3H,d,J=8. 6H 
z),7. 86 (IH, d, J=8. 7Hz),7. 
63 (2H, d, J=8. 6Hz) , 7. 25 (2H 
,d, J=8. 6Hz),5. 50(2H,s),4 
.36-4. 21 (IH, ni),3. 27(3H,s 
),2. 74 (3H, s), 2. 40-2. 19(2 
H,m), 1.99-1. 79 (4H,m), 1.7 
1-1. 60(lH,m), 1.49-1- 19(3 
H,ni) 


6 


>9 0% (NMR) 


MS 602 (M+1) 



nmm^^ 2 is 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.9(lH,brs),8. 25(lH,s), 
8. 04 (IH, d, J=8. 7Hz),7. 91 ( 
IH, d, J=8. 6Hz),7. 72(2H, d, 
J=8. 5Hz),7. 67 (2H, d,J=8.7 
Hz). 7. 56 (2H, d, J-8. 5Hz),7 
.26(2H,d, J=8.7Hz),5.45(2 

H, s).4. 3l(lH.m),2. 71(3H, 
s),2. 40-2. 15 (2H, ni),2.05- 

I. 80(4H. m), 1.75-1. 55 (IH, 
m). 1.55-1. 15(3H,m). 


6 


> 9 0% (NMR) 


MS 558 (M+1) 




nmmm^ 219 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 2l(lH.d, J=l, 5Hz),7.93( 
lH,d. J=9.0Hz),7. 84(lH,dd 
.J=9. 0, 1.5Hz).7. 56(2H,d, 
J=8. 7Hz) , 7. 42-7. 30 (4H, m) 
.7. 12 (2H, d. J=8. 7Hz),4. 53 
(IH, brs),4. 36-4. 20(lH,m) 
. 3. 55 (2H, brs) , 3. 00-2. 90 ( 
lH,m),2. 70-2.58(lH.in),2. 
40-1. 10(18H,m) 




MM >9 0% (NMR) 


MS 544 (M+1) 



201 



wo 01/47883 
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m 64 



MMm^^ 220 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 76 (IH, s),8. 23 (IH, s),7 
. 96and7. 87 (2H. ABq, J=8. 9H 
z),7. 69and7. 19 (4H, A' B' q, 
J— 0. Drtz; , / . 00 Mri, S^, (. 6( 

(IH, t,J=8. lHz),6.9l(lH,d 
,J=7. 8Hz),6. 85 (IH, s),6.7 
4(1H, d, J=7.5Hz).5. 13 (2H. 
s),4. 31(1H, brt, J=12. 2Hz) 
,2.65 (3H, s),2.41-2.20(2H 
,m),2. 00-1.74(4H,ni),L70 
-1.59(lH,m), 1.58-1. 20 (3H 
,id) 


0 


>9 0% (NMR) 


MS 540 (M+1) 




mmt^m^ 221 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 23 (IH, s),7. 96and7. 86(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 
18(4H,A' B' q. J=8. 7Hz),7.3 
7(1H, t, J=8. 2Hz) . 6. 87 (IH, 
d, J=8. 2Hz).6. 82 (IH, s),6. 
75 (IH, d, J=8. OHz) , 5. 24 (2H 
,s),4. 32 (IH, brt, J=12.2Hz 
),2. 58 (3H, s),2. 38-2. 20(2 

H, id),2. 30 (3H, s),2. 00-1.7 
9(4H, m), 1. 70-1. 59(lH,in). 

I, 44-1.20(3H.iii) 




> 9 0% (NMR) 


MS 554 (M+1) 



mmmm^ 222 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12.88(1H, brs),8. 25 (s, IH) 
,8.07-7. 57 (UH, id),7. 26(2 
H, d. J-8. 7Hz),7. 24(lH,m). 
4. 34 (IH, m),2. 30-2. 20 (2H, 
m),2. 03-1. 78(4H,m), 1.64( 
IH.ni), 1.49-1. 19(3H,iii). 


0 


> 9 0% (NMR) 


MS 557 (M+1) 



o 



202 
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65 



mmmm'^ 223 


IH NMR(6) ppm 

300MHz, DMS0-d6 
10. 96(IH,brs),8. 21 (IH, d, 
J=1.4Hz),7. 93 (IH, d, J=8.7 
Hz), 7. 84 (IH, dd, J=8. 7, 1.4 
Hz; , (. lo-i. 40 uH, mj , 7. lo 
(2H, d, J=8. OHz) , 4. 24-4. 16 
(2H,in),2. 40-1. 12(18H,m) 


0 


>9 0% (NMR) 


MS 544 (M+1) 




mmm^-^ 224 


IB NMR(5) ppm 

(DMS0-d6) 6 :8.22(lH,s).8 
.07(lH,d, J=8. 4Hz), 7.92(1 
H. d, J=8. 4Hz),7. 54 (2H. d.J 
=8. 7Hz) , 7. 40 (2H, d, J=8. 4H 
z).7. 30(2H,d, J=8. 4H2),7. 
14 (2H, d, J=8. 7Hz) . 4. 61 (2H 
,s).4. 48-4. 32(lH,m),3. 82 
(IH, brd, J=12. 3Hz), 3.65-3 
.47(2H, ni),3. 10(brdd.J=8. 
4, 12. 3Hz),2.40-2.20(2H,m 
),2.09-1.76(6H.m),l. 71-1 
. 16(6H,m) 


6 


> 9 0% (NMR) 


MS 544 (M+1) 



225 




mm 



> 9 0% (NMR) 



MS 



580 (M+1) 



IH NMR(6) ppm 

(DMS0-d6) 6 :12.83(lH,brs 
),8.21(1H, s),8. 10(IH,brs 
),7.0I-7. 91(2H,m),7.89-7 
.82(2H, m),7. 75 (IH. d,J=8. 
OHz). 7. 59 (2H, d, J=8. 7Hz), 
7. 53 (4H. s). 7.46(lH.brs), 
7. 12 (2H, d. J=8. 7Hz),7. 23 ( 
2H, s),4. 35-4. 17(lH,m),2. 
38-2. 20 (2H, m), 1.99-1. 79 ( 
4H.in). 1. 71-1.59(lH,m), 1. 
48-1. 18(3H,m) 
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mi&m^^ 226 


IH NMR(S) ppm 

300^2, DMS0-d6 
8. 33and8. 08 (2H, ABq, J=8. 7 
Hz),8.31(lH,m),7.66and7. 
26(4H.A' B'q, J=9. 2Hz),7.4 
2and7. 39 (4H, A"B"o T=8 7H 
z),4. 57 (2H. s),4. 50(lH,br 
t,J=12. 2Hz),3.85-3.62(3H 
,m),3. 28-3. 16(2H,Di),2.42 
-2. 23(2H,m),2. 14-1. 81 (6H 
,m). 1.72-1. 25 (6H,in) 


o 


^ >90% (NMR) 


MS 544 (M+l) 




mmm^-^ 227 


IH NMR ( 6 ) ppra 

300MHz, DMS0-d6 
8. 43 (IH. d. J=5. GHz), 8.23 ( 
IH, s) , 7. 96and7. 86 (2H, ABq 
, J=8. 6Hz) . 7. 69and7. 18 (4H 
,A' B' q, J=8.6Hz),7. 57 (IH. 
s).7. 47(1H. d,J=5.0Hz),7, 
40 (2H, t, J=8. 2Hz) , 6. 91 (IH 
,d, J=8. 3Hz),6. 85 (IH, s),6 
.77(1H, d, J-7. 9Hz),5. 25(2 

H, s),4. 31(1H, brt, J=12.2H 
z),2. 40-2. 19 (2H, ni),l. 99- 

I. 75(4H,m), 1.73-1. 57 (IH. 
m), 1. 49-1. 19(3H,m) 




> 9 0% (NMR) 


MS 554 (M+l) 







228 


IH NMR(S) ppm 








300MHz. DMS0-d6 
12. 80 (IH, brs),8. 22 (IH, s) 
,7. 94 (IH, d, J=8. 6Hz),7. 87 
(lH,d, J=8.6Hz),7.60(2H,d 
, J=8. 7Hz) , 7. 32 (2H, d, J=8. 
7Hz)7. 17(2H, d. J=8. 7Hz),6 
.70(2H, d,J=8. 7Hz),4. 35-3 
.97(4H, in),3. 62-3. ll(2H,m 
),2. 96 (6H, s),2. 39-1. 12(1 
4H, m) 


mm 


> 9 0% 


(NMR) 




MS 


567 (M+l) 
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^ 67 



^ifi^J#-^ 229 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 25 (IH. s),8. 20 (IH, s).8. 
04 (IH, dd,J=8. 1.1.8Hz),7. 
92(1H. d, J=8. lHz),7. 84(1H 
, d, J=9. 9Hz) , 7. 62-7. 50 (7H 
,in),7. 12(2H,d, J=8. 7Hz),5 
.14(2H, s),4. 36 (2H, q,J=6. 
9Hz).4. 30-4. 20(1H.ib),2.3 
8-2. 18(2H,id),1. 98-1. 18(8 
H,m). 1.35(3H, t, J=6.9Hz) 


CI 


>9 0% (NMR) 


MS 608 (M+1) 




mmmm^ 230 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 35 (IH, s),8. 27 (IH. d,J=8 
.7Hz).8. 05 (IH, d, J=9.0Hz) 
, 7. 87 (2H, d, J=8. 7Hz) , 7. 74 
(IH.t, J=8. lHz).7.64(lH, d 
.J=7. 8Hz).7. 59-7. 50(2H,m 
),7. 36(2H,d, J=8. 7Hz),4.3 
9(1H, in),2. 40-2. 15(2H,m), 
2. 15-1. 95 (2H, ra), 1.95-1.7 
5(2H,m),l. 75-l,55(lH.m). 
1.55-1. 20 (3H,iii). 


0 


i|i^9 0% (NMR) 


MS 481 (M+1) 







231 


IH NMR(6) ppm 


0 


O 




300MHz DMS0-d6 
12. 78 (IH, brs),8. 23 (IH, d, 
J=l. 5Hz),7. 96 (IH, d,J=8.7 
Hz),7.87(lH, dd.J=8. 7, 1.5 
Hz),7. 75(2H, d, J-8. 4Hz),7 
.63 (2H, d, J=8. 4Hz),7. 52(2 
H, d, J=8. 4Hz).7. 24 (2H, d, J 
=8. 4Hz) , 5. 47 (2H, s),4.29( 
IH. m).2. 97(6H.brs),2. 72 ( 
3H, s).2. 39-2. 16(2H.in),2. 
00-1; 78 (4H. m), 1.71-1. 59 ( 
lH,m), 1.49-1. 17(3H,m). 




9 0 % 


(NMR) 


MS 


595 (M+1) 
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n 68 



lli(SM## 232 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 8(1H, brs),8. 22(lH,s), 
7. 96(lH,d, J=8. 7Hz).7.86( 
IH, d, J=8. 6Hz),7. 70(lH,s) 

, 1 . oa Von, a, J O. 1 nZ^ , 1 . 0«3 

-7. 50 (5H, m),7. 42 (IH, d,J= 
7.9Hz),7. 12 (2H, d, J=8. 7Hz 
),5. 11 (2H. s),4. 27(lH,in), 
3. 01 (3H, brs),2. 97(3H,brs 
),2. 40-2. 15(2H,m),2. 00-1 
.75(4H, m), 1. 75-1.55<lH,m 
), 1.50-1. 15(3H,m). 


a 

6 >< 


>9 0% (NMR) 


MS 608 (M+l) 




%Wm^ 233 


IH NMR(6) ppm 
DMS0-d6 

13. 20(lH,brs).8. 99(1H, s) 
,8. 32 (IH, s).8. 25 (IH, d,J= 
8. 8Hz),8. 04 (IH, d, J=8. 6Hz 
),7. 79-7. 74 (4H,in), 7.60(2 
H, d, J=8. 5Hz),7. 30 (2H, d,J 
=8. 7Hz) , 5. 26 (2H, s) , 4. 36 ( 
lH,in).2. 72(3H, s),2. 50-2. 
15 (2H, ni),2. 15-1. 95(2H,in) 
,1, 95-1. 75(2H,in),l. 75-1. 
S5(lH,m), 1.55-1. 15(3H.ii) 


ct 


> 9 0% (NMR) 


MS 553(M+1-HC1) 



nmm^ 234 


IH NMR(6) ppm 




DMS0-d6 

8. 77(lH,d. J=3. 6Hz),8. 36- 
8. 26 (3H, m),8. 08 (IH, d,J=8 
. 8Hz) , 7. 79 (2H, d, J=8. 7Hz) 
,7.72-7. 64 (3H. m),7. 58 (2H 
,d,J=8. 4Ha),7. 30(2H, d,J= 
8. 7Hz),5. 26 (2H, s), 4. 38(1 
H,m),2. 50-2. 15(2H, in),2. 1 
5-1.95(2H. m), 1.95-1. 75(2 
H.m), 1. 75-1. 55(lH,m), 1.5 


>9 0% (NMR) 


5-1. 15 (3H, m). 


MS 538(M+1-2HC1) 
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^ 69 


mmm^^ 235 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 74 (IH, brs),8. 67 (IH. dd 
, J=3. 1, 1.6Hz),8.21(lH,d, 
J=l. 6Hz) , 7. 93 (IH, dj=8. 6H 
z) , 1. 90-7. oO (ZH, m; , 7. 60- 
7. 50 (7H, m) , 7. 09 (2H, d, J=8 
.7Hz),5. 16 (2H. s),4.26(lH 
,ni),2. 40-2. 20(2H,m),2.00 
-1. 60 (5H,in), 1.50-1, 20 (3H 
.m) 


CI 


^ >9 0% (NMR) 


MS APCI-Ms 538 (M+1) 



mmm^^ 236 


IH NMR(6) ppm 


0 


300MJIZ, DMSO-d-6 

8.40-7. 40(11H, ni),2. 95, 2. 

81 (3H, each 

d, J=4. 7Hz).2. 40-2. 20 (2H. 
in),2. 10-1.80(4H,m), 1. 70- 
1.60(lH,m), 1.50-1.20(3H, 
m) 


H 

CFjOO,H 




^-i^ > 9 0% (NMR) 




MS APCI-Ms 555 (M+1) 









237 


IH NMR(6) ppm 


0 


01 

0 ^ 


H 

\i " 


300MHz, DMS0-d6 
8.21(1H, s),8. 15(IH,d,J=9 
.5Hz),8. 02(1H, s),8. 00-7. 
80 (3H, m) , 7. 70-7. 50 (6H, m) 
,7. 12(2H,,d, J=8. 7Hz),5. 16 
(2H, s),4. 28(1H.id),2. 40-2 
.20(2H,id),2. 00-1.80(4H,m 
), 1.65(lH,in), 1,50-1.20(3 
H,m) 


mm 


> 9 0% (NMR) 






MS 


FAB-Ms 605 (M+1) 







wo 01/47883 



m 70 



PCT/JPOO/09181 



MMm^-^ 238 


IH NMR(6) ppm 


0 

11 

HCI 


O 


300MHz, DMS0-d6 
12. 80 (IH, brs),8. 54(lH.s) 
.8. 25 (IH, s),7. 98and7.88( 
2H. Abq, J=8. 6Hz) , 7, 76 (2H, 
d.J=8. 6Hz).7. 53-7. 31 (3H, 
m).6.61(IH, s),5. 46(2H, s) 
,4.32(1H, brt),2. 40-2. 20 ( 
2H,m),2.02-1.79(4H,m),l. 
69-1.59(iH,m), 1.48-1. 19( 
3H,in) 




>9 0% (NMR) 




MS 


APCI-Ms 521 (M+1) 





mmmm^ 239 


IH MRiS) ppm 

300MHz, D.MS0-d6 
12. 79 (IH, brs),8. 60(2H,d. 
J=1.5Hz),8.53(lH, s).8. 25 
(IH, s), 7. 98and7. 85(2H,AB 
q, J=9. 4Hz),7. 76 (2H, 
d,>9. GHz), 7. 44 (4H, d,J=6 
.5Hz),6. 69 (IH, s),5. 53 (2H 
,s),4. 32 (IH, brt),2. 40-2. 
19 (2H, m), 2. 03-1.82(4H,in) 
, 1.72-1. 61 (IH.m), 
1. 42-I.22(3H,iii) 




>9 0% (NMR) 


MS APCI-Ms 522 (M+1) 




MM&\^^ 240 


IH NMR(8) ppm 

300MHz, DMS0-d6 
8. 90 (IH, s),8. 32(1H, s),8. 
28 (IH, s),8. 25 (IH, d,J=8.3 
Hz), 8. 05 (IH, d, J=8.8Hz),7 
.96(1H, s), 7.93 (IH, d, 
J=8. 8Hz),7.83(lH,d,J=8.4 
Hz), 7. 68-7. 59(2H,m),7.54 
(2H.d, J=8. 8Hz),4. 37(lH,b 
rt),2. 30(2H,ra).2. 00(2H,m 
), 1.88(2H,ni), 1. 67(1H,ib), 
1. 5-1. 2(3H,m) 


0 


>9p% (NMR) 


MS APCI-Ms 52501+1) 
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W2 



mum 




MS 


1007 




\: 




357(M+H) 


1008 




O 




416(M+H) 










o 1 vj^ivi+rij 


lUl u 




O 


N ' 








o 




'^Q^/M 4.1-1) 


1012 

1 V 1 & 






b 


366(M+H) 
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^73 







MS 






O 


o 


o/ *t^ivi'rri| 


1014 




O 

\ 




382(M-i-H) 


lOlO 




o 


V-OH 

o 




1016 




o 

1 1 




402 (M+H) 


1017 




o 




414(M+H) 








N — ' 












1018 




o 

\ 




0>l/\/lkil ■ LJ\ 

o40(lvl+n) 
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^74 



mmm 


5C 


MS 


1019 


p 




350(M+H) 








380fM+l-n 


1021 


o 


s 

O 


366(M+H) 




o 




378fM+H) 


1023 


O 


Br 


402{M+H) 
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S76 




o 
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S77 



mmm 




MS 


1036 




O 

\ 


h 

\ ' 






412(M+H) 


1037 




O 








428(M+H) 


1038 








c 




466(M+H) 


1039 




o 


<s 




J 


406(M+H) 


1040 




o 

\ 


^] 


o. 


J 


417(M+H) 


1041 






o 


o. 




440(M+H) 
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mis 



mmm 




MS 


1042 






o 


o 




1043 




O 


F- 


F 


440(M+H) 






o 


o 






1045 








HgC 


423(M4'H) 






o 


OH 

o 




1047 






o 




307fM+l-n 



216 



wo 01/47883 



PCT/JPOO/09181 



S79 
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mo 
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mmm 




MS 


1059 




0 


0 


364^M-fH) 






0 


N ' 




1 ViQ 1 


H2N' 


0 






1 UD^ 




0 

\ 


0 


01=7/11/1 .n\ 


1 v/DO 




0 


F F 
1 >-< >-F 

X- — ^ 




1064 




0 


0 


351 (M+H) 
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ms2 







MS 


1065 


H2N" 


0 




351 fM4>H) 

WW 1 1IVI~I II 


1066 






N ' 


wwW^IVITI 
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00 f ^ivixn^ 




H2N" 
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0 


x>^: 
0 




1070 






XV^ 
0 


306(M+hD 
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S83 





5C 


MS 


1071 

1 Vr 1 
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mmm 




MS 


1554 


o 


599(M+H) 


1555 




599(M+H) 


1556 


P 

o 


532(M+H) 


1557 


6 


532(M+H) 
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mil 







MS 


1558 


F— A 


584(M+H) 


1559 




570(M+H) 
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^>>'1^^^K:3-l*^nS#mT-fei) (EMBO J., 15:12-22, 1996) o 

m,mm c i ] 

i) (HCVTjfiJ^^-- 1?) (DMm 

cDNA^D — bT^ N S 5 B (591T^ ; J Virol 1991 Mar, 
65(3), 1105-13) *=2-K-rS^:^^PCR^5&l3j;t)iiifiUfco dCOS'^SSf- 
6Hi s^^ {MM-r« 6ooh:;^^$;> (His) ^n- Kt-^JtSW ^it 

MLxmzMffoM^^^. :^mmi^w^M^mLtzo Bmm&mm&:Kmm^mm 

mti^A'i7U'7 V^'yy -i— {ifs\)\ys'\-^y ru—^^ -fe^r^ <J;i/S-200x 

ii) »KRNA©-^fiS; 

H C V>i7' ^ A CD 3 ' ■^"m^Wm^n^^ J: fclSth b fe-^B^T"^ V^T^ 
p o 1 yUZiy«3'XiB^J%^tfDNAJgf>T- (148bp) ^fe^-^figbs 7*^;;^^ KpB 
luescript SK II(+) (Stratagene^jffcM) tC^'P-nv^bfeo BUtBi) "^I^Mb 
feNS 5 B±:S*r/- K-r-S cDNA^idRg^^Kpn I-efi-fbbs ^^J^^^ 

NAirM-^pBluescript SK II( + )® 3 ' ^i^lRvI^D N A©±^^fc#Asiii^bfco 
^1 {c b -C if A ^ tife afe -e-t mSObpCD D N A IBiRl ^ R N A lii^® 
tbfeo W^r^TsX F<£3'X@B^J^?)il^T^»rb^ ^*^Ybbfc^> 7 • 

®)^l^b&DNA^flM^lb■C^ pBluescrlpt SK II(+)® rn^-^-^&^Jffl 
bs MEGAscript RNA-&m=^^y h (Amb i o n^lS) WU'I 7 
RNA4^''J^v— )f<&ffiV^Trun-of f <k b s R N A-^J^^fro fe( 3 

7°Cs 3^P^) o oV^T•^ DNa s e I -^t^fLX^ ^V. IBtP^-f h b 

fc^x ^MDNA<^i9-mi^*'rSCl^lcJ;DRNAffi^mi^?&#feo ^fl^mtl 
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^^ - 8 0'CT-^#bfeo 

ili) mm iEcv^r^v ^^—^) mmm^com^ 

i>JV>-Cs ^^J6&?Sl:: 4 -C® 1 0 % h y ^ D ummRXJ^ 1 % P U h U "i? 

(15 0>ul) 5£Jn;lTSliS5fe^ih^-&fe^s ^PfT' 1 S^SSJtMLTR 
NA^&^m^-Mrfeo ^>CV^■C•®RNA^lgi5l^ll3i^3J:t3;t^^;^7'^;^^5^- (Wh 
a tman*h^GF/C^) fch^^T-bfeo ^7 -f 1 % h U ^ n 

— lt,M^-y:fco — 5^3 >:i3^'5";b (P a c k a r dtt) 

<fe*n ^ > <fc D ^J5K ^ tifc R N A ©JKIttSi* ^mi^i^>^\y-i^ s >ti 

Kli^^m: i) T"t#5>nfeH CV^'U ><^— tf (5//g/ml) . ii) tftt^ti 
;fe^KRNA ( 1 0>ag/ml) ^ ATP (50/zM)\ GTP (5 0 juM) ^ 
OTP (5 0 AdM) ^ UTP (2 ^M) [5,6-3H]UTP(46Ci/ 
mmo 1 (Ame r s hamtt^) , 1 . 5 >a C i ) 2 0 mM Tris-HCl 
(pH7.5)> EDTA (ImM) > MgC Ig ( 5 mM) ^ NaC 1 ( 5 0 m 
M) ^ DTT (ImM) . B SA (0.01%) 
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^178 





PlWSis I C50 [juM] 






2 


0, 079 


67 


0. 26 


6 


0.034 


68 


0. 28 


9 


0, 019 


70 


0. 19 


11 


0. 53 


71 


0. 62 


12 


0. 60 


77 


0. 51 


17 


0. 047 


81 


0. 18 


20 


0. 042 


82 


0. 097 


26 


0. 033 


83 


0, 52 


30 


0. 052 


85 


0. 17 


43 


0. 58 


86 


0. 13 


44 


0. 95 


87 


0.80 


45 


0.40 


88 


0. 092 


46 


0.47 


89 


0. 34 


47 


0. 54 


90 


0. 20 


48 


0. 44 


91 


0. 53 


49 


0. 94 


93 


0. 16 


50 


0. 54 


94 


0. 084 


51 


1.0 


96 


0. 25 


54 


0. 56 


97 


0. 16 


55 


0. 36 


98 


0.30 
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mmm 
#^ 




mmm 
#^ 


HCVJ)?y ^9— g 


99 


0. 63 


120 


0,16 


100 


0.78 


121 


0. 19 


101 


0.14 


122 


0. 51 


103 


0. 17 


123 


0. 10 


104 


0.073 


124 


0. 091 


105 


0.076 


125 


0. 12 


106 


0. 40 


128 


0. 14 


107 


0.11 


129 


0. 12 


108 


0.21 


130 


0.16 


109 


0.11 


131 


0.046 


110 


0.24 


132 


0. 055 


111 


0. 14 


133 


0. 12 


112 


0. 11 


134 


0.071 


113 


0.071 


139 


0.26 


114 


0.56 


140 


0. 11 


115 


0. 17 


141 


0.43 


116 


0.37 


142 


0.055 


117 


0.075 


143 


0.053 


118 


0.14 


144 


0. 19 


119 


0.13 


145 


0. 088 
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Mm 

#■§■ 


Mmii. I Cbo CmM] 


Mm 

#^ 




146 


0.043 


167 


0.033 


147 


0.31 


168 


0.078 


148 


0.038 


169 


0. 15 


149 


0. 15 


170 


0. 048 


150 


0. 24 


171 


0.050 


151 


0.20 


172 


0. 10 


153 


0.19 


173 


0.14 


154 


0. 076 


174 


0.030 


155 


0.53 


175 


0.29 


.156 


0. 23 


176 


0.053 


157 


0.16 


177 


0.077 


158 


0.11 


178 


0.052 


159 


0. 13 


179 


0.63 


160 


0.24 


180 


0.11 


161 


0.062 


181 


0.71 


162 


0. 43 


182 


0.021 


163 


0.15 


183 


0. 017 


164 


0.16 


184 


0. 018 


165 


0.68 


185 


0.11 


166 


0. 055 


186 


0.37 
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^18 1 





HCV/KU 7^ V— if 

nfi^yPf-M- 1 r.. Xifi 
iJEwWtE I C 5 0 Mj 


.-nr. O 


HCV4?y 7<y— if 
PlWSft I Cgo C/iM] 


187 


0. 056 


207 


0.081 


188 


0.038 


208 


0. 039 


189 


0. 017 


209 


0.12 


190 


0.020 


210 


0.31 


191 


0. 43 


211 


0.059 


192 


0. 22 


212 


0. 23 


193 


0. 13 


213 


0. 10 


194 


0. 52 


214 


0. 059 


195 


0. 023 


215 


0.078 


196 


0. 20 


216 


0. 084 


197 


0.11 


217 


0.058 


198 


0.044 


218 


0.033 


199 


0. 11 


219 


0.13 


200 


0. 10 


220 


0.073 


201 


0. 14 


221 


0. 058 


202 


0. 095 


222 


0.041 


203 


0. 063 


223 


0.21 


204 


0. 16 


225 


0. 014 


205 


0. 077 


227 


0.045 


206 


0. 05 


228 


0.18 
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mi 82 





Mffitt I C50 CmM] 


#-§• 


HCVsKy ;><7— ^ 


229 


0. 022 


257 


0. 074 


230 


0,17 


259 


0. 10 


231 


0.073 


260 • 


0. 27 


232 


0.015 


262 


0.013 


233 


0.028 


263 


0.035 


234 


0.022 


264 


<0.01 


235 


0.036 


265 


0. 014 


236 


0. 075 


266 


0.018 


237 


0.015 


267 


0. 014 


238 


0. 19 


268 


0. 012 


239 


0. 17 


269 


0. 013 


240 


0.055 


270 


0. 012 


248 


0.012 


271 


0.024 


249 


0.022 


272 


0.066 


. 250 


0.018 


273 


0.041 










253 


0. 65 


279 


0.017 


254 


0. 038 


280 


0. 016 


255 


0.038 


281 


0. 052 


256 


0.079 


282 


0. 019 
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^18 3 









n V> V 'y -A -7 




RHwro lie J. ^50 LA* A^AJ 






CtOO 














n oiR 




n ni9 


Qnn 
ouu 




CiOV 




*?ni 

OUi 


n ni7 




n ni 9 


oUo 


n 1 n 

U. iU 


^OO 


U. Uio 


OUft 


U. Ui ( 


9RQ 


ni 

vU« Ul 


oUu 


n ni 




n m 9 


oUO 


n ni 9 


9Q 1 


n ni ^ 
U«UiO 


oU r 


n n99 




n ni 
U, Uio 


oUo 


n n9Q 




U . Uofl 


*X\ 1 

oil 


n 1 


294 


0.032 


312 


0.023 


295 


0.045 


313 


0.025 


296 


0.034 


314 


0.097 


297 


0,022 


315 


0.028 


^18 4 


mmm 






HcvTn';^^-- if 










316 


0.022 


502 


0.024 


317 


0.032 


503 


0.196 


318 


0.012 


601 


0.32 


319 


0.030 


701 


0.052 
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mmmm^ 249 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 02 (IH, d, J=l. 5Hz),8. 11 ( 
IH, d, J=l. 8Hz),7. 96-7. 81 ( 
3H,ni),7.67(lH, s),7.61-7. 
4y ^on, , ». Uo a, J-o. o 
Hz), 5. 19 (2H. s),4. 25(lH,in 
),2. 38-2. 17(2H,m),l. 96-1 
. 78 (4H,m), 1.70-1. 56 (lH,in 
), 1.46-1. 16(3H,in),l. 11(9 
H,s) 


CI 


>9 0% (NMR) 


MS 672 (M+l) 



%Wm'^ 250 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 25(lH,d, J=1.5Hz).8. 16- 
8. 08 (2H. m) , 7. 99-7. 88 (2H. 
m).7. 66 (2H, d, J=8. 6Hz) , 7. 
60-7. 48 (5H, m), 7. 19 (2H, d, 
J=8.6Hz),5. 17 (2H, s),4. 31 
(lH,ai),2. 39-2. 20(2H,ni),2 
.04-1. 79(4H,m), 1. 72-1. 60 
(lH,in), 1.50-1. 18(3H,m) 


0 


> 9 0% (NMR) 


MS 616 (M+l) 




Wmm^- 251 


IH NMR(5) ppm 

300MHz, DMS0-d6 
cis and trans mixture 
8. 13and8. 11 (total 
IH, each 

s),7. 90-7. 74(2H,m),7. 42- 
7. 22 (5H, m) , 4. 56and4. 52 (t 
otal 2H, each 
s),4. 42(lH,brs),3. 78-3.0 
6(2H,m)2. 33-1. 33(18H,m) 


6 


> 9 0% (NMR) 


MS 433 (M+l) 
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mmmm^ 252 


IH NMR(5) ppm 


X ^ „ fl 

6 ^ 


300MHz, DMSO-de 
8.20(1H, d, J=l. 5Hz),7. 96 ( 
IH, d, J=8. 6Hz), 7. 84 (IH, dd 
, J=8. 6. 1.5Hz),7. 54 (2H, d, 
1=6. 9Hz) . 7. 48-7. 26 (8H. m) 
.7. 09 (IH. t, J=7.3Hz).5. 43 
(2H, s),4. 06(lH,m),2. 40-2 
. 20(2H,m),2.01-1.80(4H,in 
), 1. 75-1.64(lH,in), 1. 51-1 
.28(3H,m) 


>9 0% (NMR) 




MS 509 (M+1) 






mrnmm-^ 253 


IH NMR(d) ppm 




300MH2, DMS0-d6 
8.21(1H, d, J=l. 5Hz),7, 93 ( 
IH, d, J=8. 7Hz).7. 85 (IH, dd 
, J=8. 4, 1.5Hz). 7. 54-7. 47 ( 
2H.m).7.40-7. 24(6H,m),7. 
15(lH,d, J=3.6Hz),7. 11-7. 
05(lH,m),6.81(lH.d, J=3. 6 
Hz), 5. 26 (2H, s),4.96(lH,m 
),2. 32-2, 13(2H.in), 1. 95-1 
.72(4H,in). 1.68-1. 55(lH,m 
), 1.43-1, 18(3H.in) 


>9 0% (NMR) 


MS 493 (M+1) 






mmm^^ 254 


IH NMR(5) ppm 


F 


300MHz, DMS0-d6 
8. 25 (IH. s).8. 02(lH,d, J=8 
.7Hz).7.90(lH. dd, J=8. 4, 1 
.4Hz),7. 80-7.71(2H,m),7. 
67 (2H. d, J=8. 7Hz) . 7. 33 (2H 
,t, J=8.7Hz),7.26(2H,d,J= 
8. 7Hz),5, 46 (2H. s),4. 78(2 

H, s),4. 3l(lH,ni).2. 39-2. 1 
9(2H.m),2. 03-1. 79 (4H. m). 

I. 71-1. 59 (IH, m) , 1. 50-1. 1 


> 9 0% (NMR) 


7(3H,m) 


MS 558 (M+1) 
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mmmm-^ 255 


IH NMR(6) ppm 


0 HOI 


300MHz, DMS0-d6 
8. 34 (IH, s),8. 32 (IH, d, J=8 
.8Hz),8.09-8. 03(3H,m),7. 
83 (2H, d, J=8.3Hz),7. 79 (2H 
,d, J=8. 8Hz).7. 36(2H,d. J= 
8. 8Hz),5. 54 (2H, s),4. 38(1 

H, m),2. 74 (3H, s). 2. 40-2. 1 
8(2H,in).2. 13-1. 96(2H,m), 

I. 93-1. 78(2H,ni), 1. 73-1,5 
7(lH,in), 1.55-1. 15(3H,in) 


>9 0% (NMR) 




MS 568 (M+1) 





mi&mm-^ 256 


IH NMR(6) ppm 

300MHz, DMSO-dB 
12. 67(lH,brs),8. 23(lH,s) 
, 7. 94and7. 87 (2H, ABq, J=8. 
6Hz),7. 79 (IH, dd, J=8. 7, 5. 
4Hz),7. 62-7.4l(7H,m),6.8 
0(1H, dd, J=1L 9. 2.3Hz),6. 
69 (IH, dd,J=8. 1,2. lHz),5. 
20 (2H, s),3. 93 (IH, brt, J=l 
5. 3Hz), 2. 30-2. 11 (2H, brm) 
1.88-1. 74 (4H,brni), 1.64-1 
.58(lH,brm), 1.41-1. 14 (3H 
,brm) 




> 9 0% (NMR) 


MS 585 (M+1) 




nmi^m-^ 257 


IH NMR(a) ppm 

300MHz. DMS0-d6 
8. 19 (IH, d. J=8. 7Hz),7. 93 ( 
IH. s) , 7. 83-7. 71 (3H, m) , 7. 
50-7. 39(4H,m),7. 34-7. 10 ( 
4H,in),7. 06 (IH, dd, J=8. 4,2 
.9Hz),5.09(2H. s),4. 34 (IH 
,in),3. 82 (3H, s),2. 39-2. 19 
(2H,ni),2. ll-l. 98(2H, m), 1 
.94-1.79(2H,m), 1.74-1. 58 
(1H.IB). 1. 52-1. 21(3H.in) 


01 


> 9 0% (NMR) 


MS 603 (M+1) 
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mmmm-^ 258 


IH NMR(6) ppm 


CI 


300MHz, DMS0-d6 
7. 79 (IH, d, J=6. 7Hz),7. 56 ( 
IH. d, J=7.5Hz),7.49(2H. d. 
J=8.6Hz),7.42(4H, s),7. 32 
-7. 23 (3H, m) . 7. 09-7. 03 (3H 
,m),5. 02(2H, s),4. 46(lH,m 
),3.82(3H. s), 1.95-1.83(2 
H,m), 1. 75-1.44(5H,m). 1.3 
0-1. 10 (2H, m), 0. 89-0. 71 (1 
H,in) 


>9 0% (NMR) 




MS 567 (M+1) 





mmmm^ 259 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 93 (2H. d, J=6. 6H2) , 8. 36 ( 
IH, s),8. 28 (IH, d, J=8. 7Hz) 
,8. 10-8. 03 (3H, m),7.85(2H 
, d, J=8. 7Hz) . 7. 33 (2H. d, J= 
8. 7Hz).7. 23 (IH, s),7. 23(1 
H, s),6.81(lH. s),5. 56 (2H, 
s),4. 39(lH,m),2.97, 2. 92 ( 
6H, s),2. 40-2. 18(2H,m),2. 
16-1. 95 (2H, m) , 1. 90-1. 75 ( 
2H,m), 1. 70-1.55(lH,m), 1. 
50-1. 15(3H.m) 


0 2HCI 

H — 

/ 


>9 0% (NMR) 


MS 591 (M-^1) 




mmm^^- 260 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 93 (2H, d, J=6. 3Hz),8. 35 ( 
IH, s),8. 26 (IH, d, J=8. 7Hz) 
.8. 09-8. 02(3H.m),7.86(2H 
,d, J=8. 7Hz),7. 50 (IH, s),7 
.35(2H, d, J=8. 4Hz),7. 24(2 

H, d, J=7. 8Hz),5.60(2H, s), 
4. 39(lH,m),2. 50-2. 18 (2H, 
m),2. 15-1. 95 (2H,m), 1.90- 

I. 75 (2H. m) , 1. 70-1. 55 (IH, 
m)l. 50-1. 10(3H,m) 


0 2HCI 

OH 


> 9 0% (NMR) 


MS 564 (M+1) 
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mmm^^ 26i 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 22 (IH, d, J=7.8Hz),7. 85 ( 
IH, d, J=6. 7Hz),7.63(2H, d, 
J=9. OH) , 7. 51-7. 38 (5H, m) , 
7. 29(lH,d, J=8. 3Hz),7. 23 ( 
IH, d, J=3. OHz) , 7. 06 (2H, d, 
J=9. OHz), 7. 06(lH,dd, J=8. 
6, 3. OHz), 5. 05(2H,s),4.41 
-4. 25(lH,m),3. 83 (3H, s),2 
.40-2. 20(2H,ffl),2. 03-1.78 
(4H,m),l. 72-1. 57(lH,m), 1 
.50-1. 18(3H,m) 


CI 


>9 0% (NMR) 


MS 567 (M+1) 




mmmm^ 262 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 29 (IH. d,J=l. 5Hz),8. 26 ( 
IH, d, J=9.0Hz),8. 19 (IH, d, 
J=l. 8Hz),8. 13(lH,brs),8. 
08-7. 96 (2H, m) . 7. 73 (2H, d, 
J=9. OHz) , 7. 57-7. 43 (6H, m) 
,7. 24 (2H, d, J=9. OHz) , 5. 14 
(2H, s),4. 36(lH,m),2. 38-2 
. 18 (2H, m) , 2. 12-1. 97 (2H, m 
). 1.93-1. 80 (2H.m),l. 73-1 
.58(lH.m),l. 52-1.20(3H,m 


CI 


>9 0% (NMR) 


MS 580 (M+1) 



mmmm-^ 263 


IH NMR(5) ppm 

300MHz, DMS0-d6 
12. 85(lH,brs),8. 72 (IH, d, 
J=4. 8Hz),8. 22 (IH. s),8. 14 
(IH, d. J=6. 3Hz) , 8. 03and7. 
76 (4H, ABq, J=8. 6Hz) , 7, 93a 
nd7. 85 (2H, A' B' q, J=8. 6Hz) 
, 7. 60and7. 15 (4H, A'D^q, J= 
8. 7Hz),7. 55 (IH, dd, J=6. 3, 
4. 8Hz),5. 19 (2H, s),4. 26(1 
H, brt, J=12. 6Hz) , 2. 35-2. 1 
8(2H. bfm). 1.95-1. 77(4H, b 
rm), 1. 70-1.60(lH,brm), 1. 
45-1. 15(3H,brm) 


0 


> 9 0% (NMR) 


MS 548 (M+1) 
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rnrnm^-^ 264 


IH NMR ( 6 ) ppm 

300MHz. DMS0-d6 
8. 23 (IH, d, J=1.0Hz),7.92( 
IH. dd, J=8. 7, 1.0Hz).7. 87 ( 
IH. d,J=8. 7Hz),7.60(2H,d, 
J=8.6Hz).7. 47 (2H, d. J=8.7 
Hz).7.44(2H, d, J=8. 7Hz).7 
.30(1H, d, J=8. 3Hz),7. 23(1 
H. d, J=2. 6Hz),7. ll(2H,d, J 
=8. 7Hz),7. 06 (IH, dd. J=8. 7 
.2.6Hz),5, 04 (2H, s),4. 36 ( 
lH,m),3.83(3H, s), 2. 80-2. 
70(4H.m).2. 60-2. 40(2H,m) 
,2. 30-2. 20(2H,m) 


CI 


> 9 0% (NMR) 


MS 586,588(M+1) 




mmm^-^ 265 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 30 (IH, d. J=1.5Hz).8. 25 ( 
IH. d, J=9. lHz),8. 03 (IH, dd 
, J=8. 7, 1.5Hz), 7.76-7. 96 ( 
3H. m),7. 55-7. 49 (5H. m).7. 
42(lH,d, J=7.6Hz),7. 23 (2H 
.d.J=8. 7Hz),5. 15 (2H, s),4 
.35(lH.m),3.01(3H,s),2.9 
7(3H, s),2. 37-2.20(2H,m). 
2. 09-1. 97 (2H, m) , 1. 94-1. 8 
l(2H,m),l. 72-l.60(lH,m), 
1.50-1. 21(3H,m) 


01 


*fiSE > 9 0% (NMR) 


MS 608 (M+1) 





266 


IH NMR(6) ppm 




F ^ 


300MHz, DMS0-d6 
8. 27 (IH, d. J=l. 5Hz),8. 20 ( 
IH, d, J=9. 0Hz),8. OOdH, dd 
. J=8. 6, 1. 5Hz),7. 82(2H,d, 
J=8. 2Hz) , 7. 76-7. 65 (5H, m) 
.7. 56(lH>dd, J=7. 9, 1. 8Hz) 
,7. 47 (IH, d. J=7. 5Hz).7. 20 
(2H. d.J=8. 6Hz).5. 16(2H. s 
).4. 32(lH,m).3. 02 (3H. s). 
2. 98<3H. s), 2. 38-2. 19 (2H, 


> 9 0% (NMR) 


m) , 2. 07-1. 95 (2H, m) . 1. 93- 
1.80(2H,m), 1.72-1. 58 (IH. 


MS 


6420!+l) 


m), 1. 52-1. 18(3H,m) 
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267 


IH NMR(6) ppm 


0 

T 


/ 

s 


300MHz, DMS0-d6 
8. 34(2H,m).8. 03 (IH, d, J=8 
. 3Hz) 7 77-7 68 fSH 7 
54-7. 40(4H,in),7. 33 (2H, d, 
J=8. 6Hz) , 7. 24 (2H. d, J=9. 0 
Hz), 5. 16 (2H, s),4. 36(lH,m 
).3.01(3H, s).2. 97 (3H, s), 
2. 40-2. 20 (2H, m), 2. Il-l. 9 
7(2H, m), 1.93-1. 81 (2H.m). 
1. 71-1. 60(lH,in), 1.50-1. 2 




> 9 0% (NMR) 


1 (3H, m) 


MS 


620 (M+1) 





mMmm^ 268 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 67-8. 59(lH,m),8. 30 (IH. 
s),8. 13-8. 20(2H,m),8. 02- 
7, 92(2H,m),7.65(lH, t, J=8 
.3Hz),7. 56-7. 45(5H,m),7. 
18 (IH, dd, J=12. 0. 2. 2Hz),7 
.05(1H, dd, J=8. 6, 2. 2Hz),5 
.14(2H, s),4. 09 (IH, m),2.8 
2(3H, d,J=4. 5Hz),2. 34-2.1 
2 (2H, m) , 1. 99-1. 79(4H,m). 
1.71-1. 59(lH,m), 1.49-1.2 
1 (3H, m) 


01 

0 HOI p /=\ 


^ >9 0% (NMR) 


MS 612(M+1) 




^i£09#-^ 269 


IH NMR(6) ppm 




> 9 0% (NMR) 



MS 



626 (M+1) 



300MHz, DMS0-d6 
8. 29 (IH, s),8. 13 (IH, d, J=9 
.0Hz),7. 97 (IH, dd,J=8. 6,1 
.5Hz), 7.71(1H, d, J=l. 8Hz) 
, 7. 63 (IH, t, J=8. 2Hz) , 7. 56 
-7.41(6H,m).7. 17 (IH, dd, J 
=12.0,2. 2Hz),7. 03 (IH, dd, 
J=8. 2, 1.8Hz).5. 14 (2H. s). 
4. 15-4. 00(lH,ni),3.01(3H, 
s),2. 98 (3H, s),2. 32-2. 13 ( 
2H,m)L 95-1. 79(4H,ni), 1.7 
2-1. 59(lH,m), 1.45-1.21(3 
H, o) 



330 
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mmm^-^ 270 


IH NMR(6) ppm 


Cl 


300MHz, DMS0-d6 
8. 24 (IH, d, J=1.4Hz),8. 19 ( 
IH, d, J=1.8Hz),8. ll(lH,br 
s),8. 02-7. 85(3H,m),7. 60- 
7.44(7H,m),7. lOdH.dd, J= 
12. 0, 2. 1H2).6. 98 (IH. dd. J 
=8. 4, 2. lHz). 5. 11 (2H, s),3 
.98(1H, m),2. 30-2. 12(2H,m 
). 1.91-1. 73 (4H, m), 1.71-1 
. 58 (IH, m) , 1. 45-1. 15 (3H, m 


>9 0% (NMR) 


MS 598 (H+1) 





mmmm^ 271 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 29(lH,d, J=1.5Hz),8. 24 ( 
IH, d, J=8. 7Hz), 8. 07-7. 98 ( 
3H,ro),7. 80-7. 68 (5H. in),7. 
56(lH,dd, J=8. 0, 1.8Hz),7. 
47 (IH, d, J=8.0Hz),7.2l(2H 
,d, J=8. 4Hz).5. 18 (2H, s),4 
.34(lH,m),3. 27(3H,s).3.0 
2(3H, s;,2.98(3H, s),2. 38- 
2. 18(2H.m),2. 10-1. 95 (2H, 
m), 1. 93-1.79(2H.m), 1.72- 
1.59(lH,m), 1.50-1. 19 (3H. 
m) 


6 >< 


>9 0% (NMR) 


MS 652 (M+1) 




mmm^-^ 272 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 97 (IH, d, J=l. 8Hz),8. 85 ( 
IH, d, J=4. 7Hz),8. 46(lH,d. 
J=8. OHz) . 8. 39-8. 26 (2H. m) 
,8. 06 (IH, d,J=8. 7Hz),7. 99 
-7. 64 (6H, m) , 7. 24 (2H, d, J= 
8. 7Hz),5. 25 (2H, s),4. 36(1 

H, m),3. 03 (3H. s),2. 97 (3H. 
s),2. 39-2. 19(2H,m).2. 14- 

I. 96(2H,m). 1.94-1. 78 (2H, 
m), 1. 73-1.60(lH,m), 1.21- 
1. 55(3H,in) 


0 OIH /=\ "CI 

6 >< 


>9 0% (NMR) 


MS 575 (M+1) 
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rnmm^^ 273 


IH mU6) ppm 

300MHz, DMS0-d6 
8. 30 (IH, s),8. 27 (IH, d, J=8 
.7Hz),8. 05(lH.d,J=8. 7Hz) 
, 7. 77-7. 67 (3H, m) . 7. 58-7. 

Hz). 5. 18 (2H, s).4. 35(lH.b 
rt, J=9. 8Hz), 3. 06-2. 88(12 

H, brm) , 2. 38-2. 20 (2H, brm) 
, 2. 08-1. 96 (2H, brm) , 1. 90- 

I. 80(2H,brm), 1. 70-1.60(1 
H, brm) , 1. 49-1. 22 (3H, brm) 


0 >< 


^Ifi^ >9 0% (NMR) 


MS 645 (M+1) 




mi&mm^ 274 


IH NMR(5) ppm 

300MHz. DMS0-d6 
mixture of cis and trans 
8. 35.8. 34(lH.s), 8.15-8.1 
0(2H,m),7. 79-7. 70(3H,m), 
7. 49 (2H. d, J=8. 7H2),7. 44 ( 
2H, d, J=8. 7Hz),7.3l(lH,d. 
J=8. 4Hz),7. 25-7. 19 (2H, m) 
,7. 07 (IH, d. J=8. 5Hz),5. 08 
(2H, s).4. 75(lH,m),3. 83(3 
H,s),3.70-1.90(8H,m) 


Ct 


^8 0% (NMR) 


MS 601 (M+1) 





275 


IH NMR(«) ppm 




CI 

XK>v>\ 

>*• 


300MHz, DMS0-d6 
8. 33 (IH, s),8. 13 (IH. d, J=7 
.5Hz),7. 93 (IH, d. J=8. 8Hz) 
.7. 74(2H,d, J=8. 7Hz).7. 49 
(2H, d, J=8. 6Hz) , 7. 44 (2H, d 
. J=8.6Hz),7,31(lH,d. J=8. 
5Hz),7. 25-7. 15(3H,m),7.0 
7(lH.d. J=8.5Hz).5.08(2H, 
s),4.98(lH, m),3. 83 (3H, s) 
. 3, 65-3. 45 (2H, m) . 3. 30-3. 
10 (2H, m) , 3. 00-2. 75 (2H, m) 
,2.60-2. 30(2H,m) 


mm 


> 9 0% (NMR) 


MS 


617 (M+1) 
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mt&m^-^ 276 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 25 (IH, s),7. 93and7. 87(2 
H,ABq, J=9. lHz),7. 55 (IH, t 
, J=8. 6Hz) , 7. 48and7. 42 (4H 
,A'B' q, J=8.6Hz),7.3l(lH, 

H T=A 'Wy') 7 94 d T=2 

.6Hz),7.09-6. 95(3H,ni),5. 
05 (2H. s),4. 11 (IH, brt, J=l 
4.0Hz), 3. 84 (3H, s),2. 83-2 
.67(4H,brm),2. 50-2. 32 (2H 
,bnn),2.21-2. 10(2H,brin) 


CI 


>9 0% (NMR) 


MS 603<M+1) 




mMmm-^ 277 


IH NMR(d) ppm 

300MHz, DMS0-d6 
cis and trans mixture 
8. 28and8. 24 (total 
IH, each 

s), 7. 94-7. 87(lH,m),7. 60- 
7.41(5H,m),7.31(lH,d, J=8 
.5Hz),7. 23-7.2l(lH,in),7. 
12-7. 05(2H,m),7. 00-6. 95 ( 
IH, m) , 5. 06and5. 05 (total 
2H, each 

s) , 4. 47and4. 34 (total 
IH, each 

brs),3. 83 (3H, s),3. 12-1.7 
6(8H.m) 


CI 

0 


> 9 0% (NMR) 


MS 619 (M+l) 



mmmmw 278 


IH NMR(5) ppm 


CI 


300MHz, DMS0-d6 
12.9(1H, brs),8. 27 (IH, s), 
7. 97and7. 74 (2H, ABq, J=8. 6 
Hz), 7. 58 (IH, t, J=8. 6Hz),7 
. 49and7. 43 (4H, A' B' q, J=8. 
5Hz),7.31(lH, d, J=8. 5Hz), 
7. 22 (IH, d, J=2.6Hz),7. 13- 
6, 92(3H,m),5. 05(2H,s),4. 
67 (IH, brt, J=14. 2Hz) , 3. 57 
-3. 40 (2H. brm) , 3. 20-3. 05 ( 


^fi^ > 9 0% (NMR) 


2H, brm) , 2. 91-2. 70 (2H, brm 
),2. 28-2. 11 (2H, brm) 


MS 635 (M+l) 
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279 


IH NMR(6) ppm 


CI 

0 HOI <^ 


/ 

-H 
\ 


300MHz, DMS0-d6 
8. 30 (IH, s),8. 23 (IH, d, J=8 
. 7Hz),8. 06-8. 00(2H,m),7. 
83(lH,dd, J=8.0, 1.8Hz),7. 
71 (2H, d, J=8. 4Hz) , 7. 64 (IH 
, d, J=8. OHz) , 7. 59-7. 54 (4H 
,id).7. 22 (2H. d, J=8.4Hz),5 
.25 (2H, s),4. 33(lH,m),2. 6 
6(3H. s),2.66(3H, s),2. 37- 
2. 19(2H,m). 1.93-1. 80 (2H. 
m), 1.70-1. 59 (lH,m), 1.47- 
1. 21 (3H, m) 


> 9 0% (NMR) 


MS 644(11+1) 





mmm^^ 280 


IH miSRiS) ppm 


0 


01 

HOI 


300MHz. DMS0-d6 
8. 32-8. 23 (3H. m) , 8. 08-8. 0 
1(2H. in), 7. 73(2H,d, J=8.6H 
z),7.65(lH. d, J=8.2Hz),7. 
59-7.51(4H,m), 7. 25(2H.d, 
J=8. 6Hz),5.21(2H, s),4. 34 
(lH,m),3. 32 (3H, s),2. 37-2 
. 19(2H,m),2. 10-1.98(2H,m 
).l. 93-1. 80 (2H,m), 1.71-1 
.60(lH,m). 1.51-1. 21 (3H.m 




> 9 0% (NMR) 


MS 


615(M+1) 





mmmm'^ 28 1 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 30 (IH, d, J=l. 5Hz),8. 24 ( 
IH, s),8. 14 (IH. d.J=8. 6Hz) 
,8. 07-7. 95 (2H, m),7. 63 (IH 
,t, J=8.6H2),7. 57-7. 47 (5H 
,m),7. 16 (IH. dd. J=12. 0, 2. 
2Hz),7. 03 (IH, dd,J=8. 6, 2. 
2Hz).5. 17(2H,s),4. 06 (IH, 
m).3. 90 (3H, s), 2. 31-2. 11 ( 
2H,m), 1. 97-1. 78(4H,m), 1. 
71-1. 59(lH, m), 1.43-1. 22 ( 
3H.m) 


CI 


>9 0% (NMR) 


MS 315 


334 
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^J£0iJ#^ 282 


IH NMR(6) ppm 


01 

o 


300MHz, DMS0-d6 
8. 36 (IH, s) , 8. 35 (IH. d, J=9 
.3Hz),8. 09 (IH, d.J=9.3Hz) 
,7.78(2H, d, J=8. 7Hz),7. 48 
-7. 25(9H,m),5.09(2H, s),4 
.39(lH,m).3.04(6H, s),2.4 
0-2. 15 (2H, m) , 2. 10-1. 95 (2 
H.m), 1.90-1. 75(2H,m).l. 7 
0-1. 55<1H,ib), 1.50-1.20(3 
H.in) 


^fi-S >9 0% (NMR) 




MS 580 (H+1) 





mmm^^ 283 


IH NMR(6) ppm 

300MHz, DMS0-d6 
10.03(lH,s),8. 33 (IH. s).8 
.29(lH,d, J=8. 7Hz),8. 06(1 
H, d, J=9.0Hz),7. 74 (2H, d, J 
=9. OHz) , 7. 51-7- 42 (5H, m) . 
7.37-7. 30(2H,m).7. 22 (2H, 
d. J=8, 7Hz).5. 10(2H,s),4. 
37(lH,m),3.06(3H, s),2. 40 
-2. 18 (2H, m) , 2. 15-1. 95 (2H 
,m), 1.90-1. 80 (2H,ni), 1. 75 
-1. 55 (IH, m) , 1. 50-1. 20 (3H 
,m) 


01 


> 9 0% (NMR) 


MS 630 (M+l) 




mmm^k^ 234 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 30 (IH. s),8. 14 (IH, d. J=8 
. 7Hz) . 7. 97 (IH. d, J=8. 7Hz) 
.7. 96-7. 41(8H,in),7. 16 (IH 
,dd, J=12. 4, 2. 2Hz),7. 03(1 
H, dd, J=8.4, 2. 2Hz),5. 15(2 

H, s),4, 15(lH,m),3. 54-3. 1 
6(4H,in),2. 33-2. 13 (2H, m). 

I. 97-1. 79(4H,m), 1.70-1.0 
2(9H,in) 


01 

0 >c: 


> 9 0% (NMR) 


MS 654 (M+l) 
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285 




> 9 0% (NMR) 



MS 



640 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 37 (IH, d, J=7. 3Hz),8. 30 ( 
IH. s),8. 19-8. 12(2H,in),8. 
02-7.95(2H,iii),7. 65 (IH, t. 
J=8. 4Hz),7. 56-7. 43(5H,m) 
.7. 18 (IH. dd.J=12. 0, 1. 8Hz 
),7.06(lH.dd, J=8. 4, 2. IHz 
),5. 13(2H, s).4. 22-4. 03(2 
H,m),2. 34-2. 13(2H,m). 1.9 
9-1.78(4H,m), 1. 72-1.57(1 
H,in), 1.44-1. 14(3H,id), 1.2 
0. 1. 18 (6H, each s) 



mwm-^ 286 


IH NHR(6) ppm 


Cl 

0 HCI p /=\ 


300MHz, DMS0-d6 
8.29(1H, s),8. 13 (IH, d. J=8 
,7Hz),7. 97(lH,dd, J=8. 7,1 
.4Hz),7. 69-7. 40(8H,m),7. 
16 (IH, dd, J=12. 0, 2. 2Hz),7 
.02(1H, dd, J=8. 4, 2. 2Hz),5 
.15(2H, s),4. 07 (IH. m),3. 7 
1-3. 23(2H,in), 1.98-1.71(4 
H,m), 1.71-1, 18(10H,m) 


> 9 0% (NMR) 




MS 666 (M+1) 





287 




MS 



>9 0% (NMR) 



652 (M+1) 



IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 29 (IH, s).8. 13 (IH, d. J==8 
. OHz) , 7. 97 (IH, d, J=8. 4Hz) 
.7. 83 (IH. s),7.68-7.4l(7H 
,m).7. 17 (IH, d, J=12. OHz), 
7. 03(lH,d. J=8.4Hz),5. 15 ( 
2H,s),4. 07(lH,m),3.58-3. 
41(4H,m),2. 34-2. 13(2H,m) 
, 1.97-1.77 (8H,m), 1.71-1. 
58 <1H, m) , 1. 49-1. 18 (3H, m) 
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mmm^-^ 288 


IH NMR(fi) ppm 


CI 

0 HCI p ^ iS 

OH 


300MHz, DMS0-d6 
8. 62(lN,ni),8.31(lH, s),8. 
22-8. 14 (2H. m) . 8. 99 (2H d 
J=8. 7Hz),7. 66 (IH, t, J=7. 7 
Hz) , 7. 58-7. 44 (5H. m) , 7 19 
(IH, dd. J=8.7.2. 2Hz),5. 14 
(2H, s),4. ll(lH,m),3. 67-3 
. 49 (2H, m) , 3. 45-3. 30 (2H, m 
) , 2. 37-2. 12 (2H, m) , 2. 00-1 
.76(4H,in), 1. 70-1.58(lH,m 
), 1.48-1. 17(3H,m) 


> 9 0% (NMR) 


MS 642 (M+1) 







289 


IH NMR( 6 ) ppm 


CI 

O^HO" F 




400MHz, DMS0-d6 
8. 28 (IH, s).8. 11 (IH, d. J=8 
.9Hz),7. 96 (IH, d. J=8. 9Hz) 
,7. 68(1H. s),7. 62(1H, t, J= 
8. 2Hz) , 7. 55-7. 41 (6H, m) , 7 
.15(lH,d, J=ll. 7Hz),7. 02 ( 
IH, d, J=8. 4Hz),5. 14 (2H, s) 
,4. 12-3. 13(6H,id),2.30-1. 
19(13H,ni) 


> 9 0% (NMR) 




MS 682 (M+l) 





mmmm-^ 290 


IH NMR( 5 ) ppm 


CI 

0 HOI p \^ 


400MHz, DMS0-d6 
8. 29 (IH, s).8. 15 (IH, d. J=8 
.6Hz). 7. 98 (IH. d, J=8. 8Hz) 
,7. 72 (IH. s),7.64(lH.t, J= 
8. 8Hz) . 7. 57-7. 43 (6H, m) , 7 
. 18 (IH, dd, J=12. 1,2. IHz), 
7. 03(lH,d, J=10. 7Hz),5. 12 
(2H, s),4. 15-4.01(lH,m),3 
.75-3. 33(8H,m),2.31-2. 14 
(2H.m). 1.96-1. 78(4H.m), 1 
.70-1. 58(lH,m), 1,47-1.21 
(3H,in) 


MS >9 0% (NMR) 


MS 668 (M+l) 
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291 




MS 



>9 0% (NMR) 



684 (M+1) 



IH NMR(6) ppm 

400MHz, DMS0-d6 
8. 29 (IH, s).8. 14(lH,d, J=8 
.9Hz),7. 97(lH.d. J=8.6Hz) 
.7.71(1H, s),7. 63 (IH, t, J= 
8.2Hz),7. 56-7. 42 (6H,m), 7 
. 17 (IH. d, J=12. 3Hz),7. 03 ( 
IH, d, J=10. 7Hz),5. 14(2H, s 
),4. 07 (IB, m), 3. 96-3. 52 (4 
H.m),2. 79-2.56(4H,m),2. 3 
2-2. 14(2H,in), 1.97-1. 79(4 
H,m), 1.71-1. 58(lH,m), 1.5 
1-1. 19(3H,m) 



mmmm-^ 292 


IH NHR(d) ppm 

300MHz, DMS0-d6 
9. 07-8. 99(lH,m),8. 30 (IH, 
s),8. 23-8. 12 (2H, in),8. 04- 
7. 95 (2H, m) , 7. 65 (IH, t, J=8 
.2Hz),7. 60-7. 45(5H,m).7. 
19(lH,dd, J=12. 0,2.6Hz).7 
.06(1H, dd, J=8. 6, 2.2Hz),5 
. 16 (2H, s),4. 18-4. 02(lH,m 
),3. 97(2H,d, J=6. 0Hz).2.3 
3-2. 14(2H,m), 1.99-1. 79(4 
H,m),l. 72-1.59(lH.m),1.4 
6-1. 19(3H,m) 


01 

0 HCI p 

OH 


^S. > 9 0% (NMR) 


MS 656 (U+1) 




mmm^-^ 293 


IH NMR(5) ppm 

300MHz, DMS0-d6:8. 21 (IH, s 
) , 7. 94and7. 86 (2H, ABq, J=8 
. 6Hz) , 7. 72 (IH. d. J=2. 4Hz) 
,7. 59and7. 11(4H,A' B' q, J= 
8. 9Hz),7.53(lH, dd. J=8. 4, 
2. 4Hz),7. 38(lH,d, J=8. 4Hz 
) , 7. 36and7. 32 (4H. A"B"q, J 
=8. IHz) , 5. 07 (2H, s) , 4. 27 ( 
lH.brt. J=13.8Hz),2.87(2H 
. t, J=7. 8Hz) . 2. 57 (2H. t. J= 
7. 8Hz) , 2. 35-2. 20 (2H, brm) 
, 1. 96-1. 79 (4H. hrm), 1. 68- 
1. 59(lH,brm). 1.47-1. 18(3 
H, brm) 


0 

\ 


>9 0% (NMR) 


MS 637 (M+1) 
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200 



294 




MS 



>9 0% (NMR) 



567 (M+1) 



IH NMR(6) ppm 

300MHz, DMS0-d6 

8. 30 (IH, s).8.25and8. 03(2 

H, ABq, J=8.9Hz), 7. 73(lH,s 
).7. 73 (2H, d, J=8. 6Hz),7.5 
5(1H, dd.J=8. 0,2. 3Hz),7.4 
0(4H, s),7. 39(lH,d, J=8. OH 
z),7. 23(2H,d, J=8.6Hz),5. 
11 (2H, s),4. 55 (2H, s),4. 36 
(IH, brt, J=14. 8Hz), 2.37-2 
. 19(2H,brm).2. 09-1. 96 (2H 
.brm), 1.91-1. 79 (2H, brm), 

I. 71-1. 59(1H, brm), 1.50-1 
.20(3H,brm) 



mnmm-^ 295 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8, 30 (IH, s),8. 25and8.04(2 
H, ABq,J=8. 7Hz),7. 74(1H, s 
),7, 72 (2H, d, J=8. 7Hz),7.5 
6(1H, d. J=8. 7Hz) . 7. 48-7. 3 
5(5H,m),7. 22(2H,d,J=8. 7H 
z),5. ll(2H.s),4.46(2H, s) 
,4. 35 (IH, brt, J=14. 8Hz),3 
.31(3H, s),2. 37-2. 17(2H,b 
rm), 2.07-1. 95(2H,brm), 1, 
92-1. 79 (2H, brm), 1. 73-1. 5 
6(lH,brm),l. 52-1.20(3H,b 
rm) 


0— 

0 HOI /=\ 


> 9 0% (NMR) 


MS 581 (M+l) 




mmm^-^ 296 


IH NIIR(6) ppm 

300MHz, DMS0-d6 
8.21(1H, d, J=l. 5Hz),7. 98 ( 
IH, d, J=1.2Hz),7. 97-7. 91 ( 
2H,m),7. 84 (IH. dd,J=8. 7,1 
.5Hz)i7. 77(lH,d,J=2. IHz) 
,7.70(lH,d, J=7. 5Hz),7. 60 
-7.54(4H,m),7. 43 (IH. d,J= 
8. 4Hz) , 7. 09 (2H, d, J=8. 7Hz 
),5.05(2H, s),4.25(lH,brt 
. .1=14. 8Hz) , 2. 36-2. 18 (2H, 
brm), 1. 95-1. 79 (4H, brm), 1 
. 71-1. 6(1H, brm), 1.43-1. 1 
8(3H, brm) 


0 

V-OM 


> 9 0% (NMR) 


MS 581 (M+1) 



339 
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201 



mmm^ 297 


IH NMR(S) ppra 

300MHz. DMS0-d6 
12.7(lH.brs),8. 21(1H, s) , 
7. 94and7. 85 (2H, ABq, J=8. 6 
Hz), 7. 60-7. 55 (3H,id),7. 49 
and7. 45(4H, A B q, J=8. 3Hz 
),7. 12(2H, d.J=8. 7Hz),5.0 
5(2H, s).4. 26(lH,brt, J=13 
.0Hz),2. 54 (3H, s),2. 38-2. 
20 (2H, brm) , 1. 97-1. 80 (4H, 
brm), 1.71-1. 59 (IH, brm), 1 
.47-1. 20 (3H, brm) 




MS > 9 0 % (NMR) 


MS 583 (M+1) 




mmm^^ 298 


IH NMR(d) ppm 

300MHz, DMS0-d6 
8. 22 (IH, s),8.01(lH, s).7. 
95and7. 86 (2H, ABq, J=8. 6Hz 
),7. 79 (IH. d. J=7. 8Hz) , 7. 5 
8(3H, t, J=7.5Hz),7. 53 (4H, 
s),7. 13 (2H, d, 8. 7Hz),5. 15 
(2H, s).4. 26 (IH, brt, J=13. 
8Hz) , 2. 83 (3H. s) , 2. 37-2. 1 
8(2H, brm). 1.95-1. 78(4H,b 
rm), 1. 70-1. 59(lH,brm), 1. 
47-1. 17(3H,brm) 


CI 


>9 0% (NMR) 


MS 599 (M+1) 



%Wm^ 299 


IH NMR(5) ppm 


0 


CI 

HOI i\ 


300MHz, DMS0-d6 
8. 43-8. 16 (3H. in).8. 07-7, 9 
4(2H,m),7. 72 (2H, d, J=8. 6H 
z),7.62-7.49(5H,m),7. 23 ( 
2H, d, J=8. 6Hz), 5. 16 (2H, s) 
.4. 34(lH,m),2. 39-2. 20 (2H 
,m),2. 10-1.96(2H,m), 1. 93 
-1. 80 (2H,m), 1.71-1. 58 (IH 
,m), 1.49-1. 19(3H,in) 




>9 0% (NMR) 




MS 


562 (M+1) 




340 
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m 202 





300 


IH NMR(6) ppm 




6 Q 


300MHz, DMS0-d6:2. 77 (IH, b 
rs),8. 83(2H,d, J=1.9Hz),8 
. 56 (2H, dd, J=4. 9, 1. 9Hz) , 8 
.22(1H, d, J=1.5Hz),7. 97 (2 
H.dt, J=7. 9, 1. 9Hz),7.95(l 
H, d, J=8. 6Hz),7. 87 (IH, dd, 
J=8. 6, 1. 5Hz),7. 57(lH,t, J 
=8. 7Hz).7.46(2H, dd, J=7. 9 
,4.9Hz).7.26(lH, dd, J=12. 
0, 4.9Hz).7. 14(lH.dd, J=8. 


*^ >9 0% (NMR) 


8, 2.3Hz).6. 99 (2H, s),3. 94 
(lH.brt),2. 26-2. 09(2H,ni) 


MS 


523 (M+1) 


,1. 87-1. 73(4H,in),l. 67-1. 



301 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 22 (IH, s),7. 95(1H, d, J=8 
.7Hz),7. 87 (IH, dd,J=1.5Hz 
.9.0Hz),7.62(4H, d,J=8.4H 
z).7. 55(lH,t, J=9.0Hz),7. 
44 (4H, d, J=8.1Hz),7. 20 (IH 
,dd,J=2. IHz, 12.0Hz),7. 11 
(IH, dd. J=2. IHz, 8. 7Hz),6. 
86(1H, s),3. 94(lH,m),2. 96 
.2. 88(12H, s),2. 35-2. 00(2 
H.m), 1.95-1. 70 (4H,m), 1.6 
5-1. 50(lH,m), 1.45-1. 10(3 
H.m) 


/ 


> 9 0% (NMR) 


MS 663 (M+1) 




m^mm^ 302 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 14(1H. s),7.88(lH, d, J=8 
.4Hz),7. 68 (IH, d,J=8. 7Hz) 
,7.64-7. 55(3H,m).7.50(lH 
,t. J=8. 7Hz),7. 22-7. 17 (3H 
,in),7. lldH, s),7. 08-7. 00 
(2H,m),3. 90(lH,m),2. 15-2 
. 00 (2H, m) , 1. 95-1. 50(5H, m 
). 1.45-1. 00 (3H,m) 




> 9 0% (NMR) 


MS 532 (M+1) 
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^ 203 




IH NMR( 5 ) ppm 
300MHz, CDCI3 

8. 49 (IH, s),7.98(lH, dd, J= 
8. 6, 1.5Hz),7. 71(1H, d,J=l 
,8Hz),7.66(lH. d. J=8.6Hz) 
, 7. 55-7. 29 (7H, m) , 6. 80 (IH 
,dd. J=8. 2, 2. 2Hz),6. 69 (IH 
,dd, J=ll. 2, 2. 2Hz),4. 99 (2 
H, s),4. 10-3.92(lH,m),3.9 
5(3H, s),3. 15 (3H, s),3.06( 
3H, s), 2. 31-2. 14(2H,m),2. 
04-1. 86 (4H,m), 1.81-1. 71 ( 
lH,m), 1. 41-1. 21(3H,iii) 


CI 

0 F V / 

.6 >< 


>9 0% (NMR) 


MS 640(11+1) 



mmmm-^ 304 


IH mR(6) ppm 

300MHz, DMS0-d6 
8. 21 (IH, s),7. 94(lH.d.J=8 
.7Hz),7. 84 (IH, d, J=9. IHz) 
,7. 70 (IH, s),7. 26-7.39(9H 
,m),7. 11(2H, d, J=8. 4Hz),5 
. 11(2H, s), 4.26 (lH,m), 3.0 
1(3H, s),2.97(3H,s),2. 38- 
2. 19(2H,m), 1. 97-1. 78 (4H, 
m),l. 72-1. 57(lH,m), 1.48- 
1. 17(3H,m) 




> 9 0% (NMR) 


MS 608 (M+l) 



^mm^ 305 


IH NMR(5) ppm 


CI 


300MHz. DMS0-d6 
8. 24(2H. s),8. 03 (IH, d, J=8 
. OHz) , 7. 96 (IH, d, J=8. 8Hz) 
,7. 87 (IH, d, J=9. IHz), 7. 60 
-7. 46(6H,m),7. 09 (IH, dd, J 
=12. 0, 1. 8Hz),6. 97 (IH, dd, 
J=8. 4, 1.8Hz),5. 16 (2H, s), 
3. 97(lH,in),2.31-2. 11(2H, 
m),l. 92-1. 73(4H,m), 1.70- 
1. 57 (IH, m) . 1. 46-1. 13 (3H. 


^ >9 0% (NMR) 


m) 


MS 599 (M+l) 





342 
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m 204 



mmmm-^ 306 


IH NMR(6) ppm 

300MHz, DMS0-d6 
12. 84(lH,brs),8. 21(1H, s) 
, 7. 98-7. 84 (5H, m) , 7. 58 (2H 
,d, J=8. 7Hz), 7. 54(2H,d, J= 
7.8Hz),7. 34(1H, ,d,J=8. 7H 
z),7.26(lH.d, J=2. 4Hz),7. 
13-7. 06(3H,m),5.06(2H, s) 
. 4. 26 (IH, brt, J=12. 7Hz), 3 
.84(3H, s),2. 36-2. 17(2H,b 
rm), 1.99-1. 80(4H, bm), 1. 
73-1.59(lH,brm). 1. 47-1. 1 
7(3H,bmi) 


0 


MSf > 9 0% (NMR) 


MS 577 (M+1) 




rnrnrnm-^ so? 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 22 (IH. s).8. 04(1H, s),7. 
96 (2H. d, J=8. IHz) , 7. 87 (2H 
,s),7. 72 (IH. d. J=1.2Hz),7 
.59-7.4l(7H,m).5. 12(2H,s 
),4. 25(lH.brt, J=11.8Hz), 
3. 02(3H,brs).2.98(3H,brs 
),2. 38-2. 15 (2H, brm), 1.93 
-1.76(4H,brin),l. 71-1. 59( 
IH, brm) , 1. 46-1. 16 (3H, brm 


0 

6 >< 


> 9 0% (NMR) 


MS 617 (M+1) 



mmmm-^ 308 


IH NMR(6) ppm 


CI 


300MHz, DMS0-d6 
8. 27 (IH. s).8. 08(lH,d. J=9 
. OHz) . 7. 93 (IH, d. J=8. 7Hz) 
.7. 65(2H,d, J=8. 7Hz),7. 46 
(2H, d, J=8. lHz),7. 42(2H,d 
. J=8. 4Hz) , 7. 30-7. 04 (5H, in 
),5. 03(2H. s),4. 32(lH,m), 
2. 40-2. 10 (2H. m) , 2. 05-1. 1 
0(8H.m) 


> 9 0% (NMR) 




MS 552 (M+1) 
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MMM^^ 309 


IH NMR(6) ppm 

300MHz, DMSO-de 

8. 33 (IH, s) . 8. 15and7. 99 (2 

H, ABq, J=8. 9Hz) , 7. 84and7. 
59 (4H, A' B' q, J=8. 3Hz) , 7. 4 
6(2H, d. J=8. 4H2) , 7. 22-7. 1 
6(3H, m) , 7. 01-6. 98 (2H, m) , 
4. 27and4. 23 (2H, A'B'q, J=l 
2. 9Hz) . 3. 78 (3H, s) , 2. 39-2 
.21(2H. brm). 2. 07-1. 95 (2H 
, brm) , 1. 91-1. 80 (2H, brm) , 

I. 72-1. 59 (IH, brm), 1. 49-1 
. 17(3H,brm) 


0 HCI 

01 


>9 0% (NMR) 


MS 



mmmm-^ 310 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 33 (IH. s),8. 09and7. 95 (2 
H, ABq, J=8. 7Hz) , 7. 87and7. 
71 (4H, A' B' q, J=8. 0Hz),7. 4 
3(2H,d, J=7. 8Hz),7. 15 (IH, 
d, J=8. 7Hz),7. 07-7. 02 (4H. 
m).4. 66 (2H, s).4. 23 (IH, br 
t. J=lL8Hz).3. 76(3H,s),2 
. 38-2. 20 (2H, brm) , 2. 04-1. 
93(2H, brm), 1. 89-1. 79(2H. 
brm). 1. 70-1. 59 (IH. brm). 1 
.49-1. 18(3H,brm) 


0 HCI 

01 


> 9 0% (NMR) 


MS 615 (M+1) 




mmm^^- 311 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 30 (IH, s) , 8. 2land8. 01 (2 
H, ABq, J=8. 7Hz) , 7. 65 (2H, d 
, J=8. 4Hz),7. 52-7.41(6H,m 
).7. 20 (IH, d, J=8.4Hz),7. 1 
4(1H, d, J=2. 7Hz),6. 97 (IH. 
dd, J=8. 4, 2.4Hz),4.31(lH, 
brt, J=9. 8Hz),4.28(2H. s), 
3. 78 (3H, s) , 2. 37-2. 20 (2H. 
brm) . 2. 07-1. 95 (2H, brm) . 1 
. 92-1. 80 (2H, brm), 1. 71-1. 
60 (IH, brm) , 1. 50-1. 19 (3H, 
brm) 


CI 

0 HCI 


^ >9 0% (NMR) 


MS 583 (M+1) 
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312 


IH NMR(6) ppm 


0 


OH 


300MHz, DMS0-d6 
8. 22(lH,s),8. 12(1H, d. J=8 
.4Hz),8. 00-7. 84(5H,m),7. 
70 (4H, d, J=8. 4Hz),7. 56 (IH 
, t, J=8. 6Hz) , 7. 23 (IH, d, J= 
12.0Hz).7. 13(lH,d, J=8. 6H 
z).6. 97(1H, s),3. 92(lH.m) 
, 2. 35-2. 00 (2H,m). 1.95-1. 
70(4H,m), 1. 65-1. 55 (IH, m) 
,1.50-1. 05(3H,iii) 


> 9 0% (NMR) 




MS 


609 (M+1) 





mmmm^ 313 


IH NMR(d) ppm 

300MHz, [)MS0-d6 
8. 89 (IH, brs) , 8. 63(1H, brs 
),8. 24(1H. s),8, 11 (IH, d, J 
=7. 8Hz) , 7. 99 (IH, d. J=8. 8H 
z),7. 89(lH,d, J=9. 9Hz), 7. 
61-7. 55 (4H, in) , 7. 43 (2H, t, 
J=7. 7Hz),7. 34 (IH, t, J=7. 2 
Hz), 7. 24 (IH, d, J=12. OHz), 
7. 14 (IH, d, J=8. 6Hz),6. 95 ( 
IH, s),3. 96 (IH. m),2. 35-2. 
05 (2H. m) , 2. 00-1. 50 (5H, m) 
,1. 45-1, 10(3H.m) 




> 9 0% (NMR) 


MS 522 (M+I) 




mmm^^ 314 


IH NMR( 6 ) ppm 
300MHz, CDC13 

8.48(1H, d, J=l. 4Hz) , 8. 05 ( 
IH, d, J=l. 8Hz),8. 98 (IH, d, 
J=8. 6Hz),7. 82 (IH. d, J=7. 9 
Hz),7.66(lH, d, J=8.6Hz), 7 
.55-7. 24(6H,m).6. 78(1H, d 
d, J=8.6. 2. 6Hz),6. 69(lH,d 
d, J=l 1. 6Hz) , 2. 2Hz) , 6. 40- 
6. 30(lH,m),4. 99 (2H, s),4. 
02 (IH, m) , 3. 95 (3H. s) , 3. 05 
(3H, d, J=4. 8Hz) . 2. 32-2. 13 
(2H,ni),2. 03-1.87(4H,m), 1 
.81-1.71(lH,m), 1. 46-1.23 
(3H.in) 


CI 


> 9 0% (NMR) 


MS 626 (M+l) 



345 
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mmm^ 503 


IH NMR(5) ppm 

300MHz, DMS0-d6 
8. 23 (IH, s).7. 76 (IH, d,J=8 
.7H2).7. 58 (IH. d.J=8. 8Hz) 
,7.51-7. 32(7H,in),7. 17 (2H 
,d, J=8. 7Hz),6. 55 (IH, s),5 
. 18 (2H. s).4. 75(lH.m).2.3 
5-2. 12 (2H. a), 2. 10-1.85(4 
H,ni), 1. 80-1. 50(2H,id) 


0 

o 


>9 0% (NMR) 


MS . 412 (M+l) 




llife^J#-^ 701 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 96 (IH. s),8. 50(1H, s),7. 
77 (2H, d. J=8. 7Hz),7. 50-7. 
40(4H,m),7. 30 (IH. d. J=8. 4 
Hz) . 7. 24 (IH, d, J=2. 4Hz) , 7 
. 16 (2H, d. J=8. 4Hz),7. 06(1 
H, dd, J=2. 4Hz, 8. lHz).5.06 
(2H. s),4.31(lH, s), 3. 83(3 
H, s),2. 80-2. 55(2H,m),2. 0 
0-1. 80 (4H, m) , 1. 70-1. 55 (1 
H.m). 1.40-1. 15(3H,in) 


01 


> 9 0% (NMR) 


MS 568 (M+l) 



346 
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W 315 


IH NMR<5) ppm 


0 


HOI /"'^ 


300MHz, DMS0-d6 
8. 84 (2H, d, J=6. 3Hz) , 8, 28 (IH 
, s) , 8. 17and7. 99 (2H, ABq, J=8 
. 7Hz) , 7. 87-7. 85 (3H, m) , 7, 70 
-7. 50(3H,ni),7. 52(lH,d.J=8. 

lU/^^ f 1 0 (OU A T— a 7Ht^ k 

•inz) , (. IB Wn> <J, j-o. inif , o. 
22 (2H, s) 4. 31 (lH.br 
t. J=12. 5Hz) , 2. 36-2. 18(2H. m 
) , 2. 03-1. 78(4«, n) , 1. 70-1. S 
8(lH.iii).l. 50-1.23(3H,id) 


nSt >9 0% (NMR) 




MS 


538 (M+l) 





mmmut^- 3i6 


IH NMR(6) ppm 

300MHz, DUS0-d6 

9. 23 (IH, t, J=6. 3Hz) , 8. 29 (IH. 

s) . 8. 25-8. 22 (2H, m) , 8. 03 (2H. 

d. J=7. 9Hz) , 7. 55-7. 48 (5H, m) 7 

. 34 (4H, d. J=4. 4Hz) , 7. 28-7. 22 

(3H, m) , 5. 15 (2H, s) , 4. 52 (2H, d 

, J=5.9Hz).4. 35(lH,br 

t, J=12. IHz) . 2. 37-2. 18 (2H, m) 

, 2. 08-1. 95 (2H, m) , 1. 91-1. 79 ( 

2H,iii),l. 

72-1. 59(lH.m), 1. 47-1. 19 (3H, 
m) 


01 


> 9 0% (NMR) 


MS 670(11+1) 




mmm^^ 317 


IH NMR(6) ppm 

300MHz. DMS0-d6 
8. 59 (IH, t, J=5. 5Hz) . 8. 28 (IH, 
s) , 8. 2 lands. 01 (2H. ABo. J=8. 8 
Hz) . 8. 16 (IH, s) , 7. 97and7. 46 ( 
2H, A' B' q, J=8. OHz) , 7. 71and7. 
23 (4H, A^B'q. J=8. 7Hz) , 7. 53an 
d7. 49 (4H, A" B" q. J=9. 2Hz). 5 
.14(2H. s),4. 34 (IH, br 
t. J=12. 8Hz) , 3. 14 (2H, t. J=6. 3 
Hz) . 2. 38-2. 18 (2H, m) , 2. 07-1. 
78 (4H, ro) , 1. 78-1. 47 (7H. m) . 1. 
47-1. 07 (6H, m). 1. 03-0. 83 (2H, 


CI 


M > 9 0% (NMR) 


MS 676 (M+l) 
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^ 209 


mmm^-B- sis 


IH NMR( 6 ) ppm 

300MHz, DHS0-d6 9.63 
(IH. t. J=4. 8Hz) . 8. 86and7. 97 ( 
4H, ABq, J=6. 6Hz) , 8. 30 (IH, s) , 
8, 27 (IH, s) , 8. 23andB. 03 (2H. A 
' B' q, J=8. 8Hz) , 8. 09and7. 54(2 
H A B^a T=8 IHz) 7 T^anH? 9 
4 (4H, A" B" q, J=8. 8Hz) , 7. 54a 
nd7. 52 (4H. A'^B^'q, J=8. 8Hz) , 
5. 16 (2H, s) 4. 78 (2H, d, J=5. 6Hz 
).4,35 (lH,br 

t, J=ll. GHz) , 2. 39-2. 19 (2H, m) 
,2.07-1.96(2H.id), 1.91-1.78( 
2H, m) . 1. 70-1. 57 (IH, m) 1. 50-1 
.19(3H.o) 


CI 


> 9 0% (NMR) 


MS 671 (M+1) 




319 


IH NMR( 6 ) ppm 

300MHz, DMS0-d6 

8. 28 (IH, s) , 8. 24and8. 03 (2H, A 

Bq, J=9. OHz) . 7. 77 (IH, s) , 7. 70 

(2H, d, J=8. 4Hz), 7. 64-7. 10(13 

H. m) , 5. 1 6 (2H. s) , 4. 74and4. 57 

(total 2H, each br 

s),4. 34(lH,br 

t, J=ll. 7Hz) , 2. 90 (3H. s) , 2. 35 
-2. 17 (2H. m) , 2. 07-1. 93 (2H, m) 
, 1. 93-1. 78 (2H, m) , 1. 71-1. 57 ( 
lH,m), 1.51-1. 19(3H,in) 


C) 


^ > 9 0% (NMR) 


MS 684 (M+1) 



mmmm^ 320 


IH NMR(6) ppm 

300MHz, rae0-d6 
8. 94and8. 06 (4H, ABq, J=6. 8Hz) 
, 8. 33 (IH. s) . 8. 28and8. 05 (2H, 
A' B' q, J=8. 7Hz) , 7. 80 (IH. s) . 7 
. 73and7. 22 (4H, A'B'g, J=8. 7Hz 
) . 7. 63and7. 57 (2H, a" B" q. J= 
7. 9Hz) , 5. 30 (2H, s) , 4. 34 (IH, b 
r 

t, J=12. IHz) . 3. 04 (3H, s) . 2. 97 
(3H. s) , 2. 38-2. 18(2H.ni),2. 10 
- 1 . 96 (2H. m) , 1 . 93-1 . 80 (2H, m) 
, ] . 72-1. 58 (IH, m) , 1. 52-1. 08 ( 
3H,in) 




> 9 0% (NMR) 


MS 575 (M+1) 
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IH NMR(6) ppm 

300MHz. DMS0-d6 
11. 19(1H, br 

s) , 8. 31 (IH, s) , 8. 23and8. 02 (2 
H, ABq, J=9. OHz) . 7. 77 (IH, s) , 7 
. 72and7. 23 (4H, A' B' q, J=8, 7Hz 
) . 7. 59and7. 48 (2H. A^B'q, J=7. 
9Hz) . 7. 53and7. 51 (4H. A" B" q 
, J=9. OHz) . 5. 16 (2H, s) . 4. 72-2 
.97(8H,br m), 4. 34 (IH, br 
t. J=12. IHz) , 2. 79 (3H. s) , 2. 38 
-2. 1 7 (2H, m) . 2. 07-1 . 93 (2H, m) 
, 1.93-1.78(2H,m), 1,69-1.58( 
lH.ip),1.50-l. lO(3H.in) 


a 

0 2HCI ("^y 


> 9 0% (NMR) 


MS 663 (M+1) 




322 


IH NMR( S ) ppm 

300MHz, DMS0-d6 
9. 54 (IH, t. J=5. 7Hz) , 8. 91 (IH, 
s) . 8. 81 (IH, d, J=4. 9Hz) , 8. 48 ( 
IH, d, J=7. 9Hz) , 8. 32 (IH, s) . 8. 
27 (IH, d, J=9. OHz) , 8. 25 (IH. s) 
. 8. 07-7. 97 (3H. m) . 7. 74and7. 2 
5 (4H. ABq, J=8. 9H2) , 7. 56-7. 49 
(5H. ■) , 5. 16 (2H, s) , 4. 69 (2H. d 
, J=5.6Hz).4. 36(lH,br 
t, J=12. 4Hz), 2. 37-2. 20 (2H, m) 
.2. 09-1.97(2H,m), 1.91-1.78( 
2H,ni), 1.70-1. 57 (1H,id), 1.50- 
1.17(3H,in) 


CI 

6 >'Lo 


> 9 0% (NMR) 


MS 671 (M+1) 
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IH NMR(6) ppm 

300MHz, DMS0-d6 
9. 52 (IH, t. J=6. OHz) , 8. 72 (IH, 
d, J=5. 3Hz) . 8. 30-8. 19 (4H, m) , 
8. 08 (IH. d, J=7. 9Hz) , 8. 02 (IH, 
d, J=7. 6HZ) . 7. 77-7. 64 (4H, m) , 
7. 57-7. 49 (5H, m) , 7. 24 (2H, d. J 
=8. 7Hz) , 5. 16 (2H. s) . 4. 77 (2H. 
d. J=5. 6H2) , 4. 34 (IH, t, J=12. 8 
Hz) , 2. 36-2. 19 (2H. m) . 2. 07-1 . 

95(2H,m),1.91-1.78(2H,iii),l. 
69-1. o9(lH, m), 1. 45-1. 20(3H. 
m) 


a- 

0 2HCI ^7°^ 


> 9 0% (NMR) 


MS 671 (M+1) 
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IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 36 (IH. d, 3=7. 9Hz) , 8. 30 (IH, 
s) , 8. 28and8. 05 (2H, ABq, J=8. 8 
Hz) , 8. 16 (IH, s) . 7. 79and7. 46 ( 
2H. A' B' q. J=8. 3Hz) , 7. 74and7. 

d7. 50 (4H, A** B" q. J=8. 7Hz) . 5 

.14(2H. s).4. 36 (IH, br 

t, J=12. lHz).3.80(lH, br 

s) , 2. 39-2. 18 (2H, m) , 2. 10-1. 9 

8 (2H, m) , 1 . 93-1. 57 (8H, m) , 1 . 4 

9-1.04(8H,ib) 


CI 

s "° 0 


> 9 0% (NMR) 


MS 662 (M+1) 
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IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 86 (IH, t, J=6. OHz). 8. 84and8 
. 00 (4H, ABq. J=6. 6Hz) , 8. 33 (IH 
, s) , 8. 27and8. 04 (2H, A' B' q, J= 
9. OHz) , 8. 12 (IH, s) . 7. 92and7. 
46 (2H, A'B'q, J=7. 9Hz) . 7. 74an 
d7. 23 (4H, A*' B" q. J=9. OHz) . 7 
. 53and7. 49 (4H, A'^B^'q, J=9. 1 
Hz), 5. 13(2H,s),4. 36 (IH. br 
t, J=12. 8Hz) , 3. 70 (2H, td, J=6. 
8, 6. OHz) , 3. 21 (2H, t, J=6. 8Hz) 
, 2. 38-2. 20 (2H, m) , 2. 09-1. 95 ( 
2H,m), 1.91-1. 77(2H,ni), 1. 70- 
1. 59(lH,m). 1.49-1. 20 (3H,ni) 


J 2Ha / \ 


> 9 0% (NMR) 


MS 685 (M41) 





326 


IH NMR(6) ppm 


o 


F 


o 

N— 
/ 


300MHz, DMS0-d6 
12. 80 (IH, brs) , 8. 23 (IH, s) , 7. 
90 (IH, d, J=8. 7Hz) , 7. 83 (IH, d, 
J=8. 7Hz) , 7. 60-7. 50 (5H, m) , 7. 
39 (2H, d, J=7. 8Hz) . 7. 23-7. 10( 
3H, ra) , 7. 05 (IH. d. J=7. 8Hz) , 6. 
85 (IH, s),3.94(lH,s).2.97. 2. 
88 (6H, s) , 2. 30-2. 10 (2H, m) , 1. 
90-1. 50(5H. m) . 1. 40-1. 00 (3H. 
m) 




> 9 0% (NMR) 






MS 


610 (M+1) 
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IH NMR(5) ppm 


o 


F 


0 

OH 


300MHz, DMS0-d6 
13. 20-12. 60 (2H, brs) , 8. 23 (IH 
, s) , 7. 98 (2H. d. J=6. 6Hz) , 7. 95 
(IH, d, J=8. 7Hz). 7. 87 (IH. d, J= 
8. 7Hz) , 7. 70-7. 50 (5H, m) , 7. 27 

T OA /OU T no t MJ A T — T Q 

— 1 . Zv Kon, ta) , (. Uo vln, a, J— / . o 
Hz) , 6. 90 (IH, s) . 3. 93 (IH, s) , 2 
. 51-2. 05(2H, m), 1. 90-1. 70(4H 
, m) , 1. 65-1. 55 (IH, m) , 1. 40-1. 
I0(3H,m) 


> 9 0% (NMR) 




MS 


583 (M+1) 
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213 



O " 




R 


R' 


2001 


-H 


4-(-Me) 


2002 


-H 


3-(-CFa) 


2003 


6-(-F) 


-H 


2004 


3.(-F) 


2-(-D 




3-(-F) 


3-(-F) 


ZUUb 


3-(-F) 


4-(-F) 






4-(-P) 


^UUo 


5-(-F) 


4-(-F) 


zuuy 


6-(-F) 


4-(-F) 


2010 


4-(-F) 


4-(-Cl) 


2011 


5-(-F) 


4-(-Me) 


2012 


5.(.F) 


4-(-CF3) 


2013 


5-(-F) 


4-(-C0zH) 


2014 


5-(-F) 


4-(-C02Me) 


2015 


5-(-F) 


4.1-^) 


2016 


5-(-F) 


4.(-C0NH2) 


2017 


6-(-F) 


4.{.C0N(Me)2} 


2018 


5-(-P) 


4-<-0Me) 


2019 


5-(-F) 


4-(-SMe) 


2020 


6-(-F^ 


^ (-S-Me) 


2021 


5-(-F) 


(-g-Me) 


2022 


4-(-Cl) 


-H 
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2023 


4-(-Cl) 


4.(-F) 


2024 


4.(.C1) 


4-(-Cl) 


2025 


4-(-Cl) 


4-(-Me) 


2026 


5.(-Cl) 


4-(.CFa) 


2027 


4.(-Cl) 


. 4-(.C02H) 


2028 


5.(-Cl) 


4-(-C02Me) 






4-^ 


2030 


4-(-Cl) 


4-(-CONH2) 


2031 


5-(-Cl) 


4-{-CON(Me)2> 


2032 


5-(-Cl) 


3-(-0Me) 


2033 


4-(-01) 




2,QZA 


5.(-Cl) 


/ 0 \ 
4. (-i-«e) 




4-(-Cl) 


/ \ 
I — S— He 1 

4-^0 ' 


2036 


5-(-CN) 


4-(-E^ 


2037 


4-(.CN) 


4-(-Cl) 


2038 


5-(-N02) 


4-(-F) 


2039 


4-(.N0j!) 


4-(-Cl) 


2040. 


6-(-Me} 


4-(-C08H) 


2041 


5.(-Me) 


4-(-C02Me) 


2042 


5-(-Me) 




2043 


5-(-CFs) 


4-(-C02H) 


2044 


5-(-CFa) 


4-(-C02Me) 


2045 




4- ^ 


2046 


5-(-C0sH) 


4K-F) 


2047 


4-(-C02H) 


4-(-Cl) 


2048 


5-(-C02Me) 


4-(-F) 


2049 


5-(-C02Me) 


4-(-Cl) 


2050 


5-(-Ac) 


4.(-F) 


2051 


6-(-Ac) 


4-(-Cl) 
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2052 




-H 


2053 


5- ^ ' 


4-(-F) 


2054 


5- ^ ^ ' 


4-(-Cl) 


2055 


5- ^ ^ ' 


4-(-CN) 


2056 


5- ^ ^ ' 


4-(-N02) 


2057 




4-(-Me) 


2058 


(-^) 

5- ^ ^ ' 


4-(-CF^ 


2059 




4-(-Ac) 


2060 




4-(-COsH) 


2061 




4-(.C0sMe) 


2062 


5- ^ ^ ' 


4- ^ ^ — ' ' 


2063 


5- ^ ^ ' 


4-(-C0NH2) 


2064 




4.{-C0Na^e)i} 


2065 




4-{-C(=NH)NH2} 


2066 




4-(-0Me) 


2067 


5- ^ ^ ' 


(-O-CH^S-N^ ) 


2068 




4.(-NHMe) 


2069 




4-(-NHAc) 


2070 




4. (-rh) 
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/ JL 






9079 




f « ^ 

I — <?— Mfi 1 


2073 


5- ^ 


(-I-Me) 
4-^0 ' 


2074 


5- 


4- " 


2075 


,.(^0) 


{-§-N(He), 1 

4- 0 ^ 


2076 


5-(-CONH2) 


-H 


2077 


5-(-CONH2) 


4-(-F) 


2078 


5-(-CONH2) 


2,3,4,5,6-penta-(-F) 


2079 


5-(-CONH2) 


2.(-Cl) 


2080 


5-(-CONH2) 


3-(-Cl) 


2081 


3-(-C0NHj) 


2-(-Cl) 


2082 


3-(-CONH2) 


3-(-Cl) 


2083 




4.(-Cl) 


2084 


4-(-CONH2) 


2.(.C1) 


2085 


4-(-C0NHj;) 


3-(-Cl) 


2086 


4-(-C50NHs) 


4-(-Cl) 


2087 


6-(-CONH2) 


2.(-Cl) 


2088 


6-(-CONH2) 


3-(-Cl) 


2089 


e-C-CONHs) 


4-(-Cl) 


2090 


5-(-CONH2) 


3,5-di-(-Cl) 


2091 


5-(-CONH2) 


4-(-CN) 


2092 


5-(-C0NH^ 


4.(-N02) 


2093 


5-(-CONH2) 


4-(-Me) 


2094 


5-(-CONH2) 


2,6-di-(-Me) 


2095 


5-(-CONH2) 


4-(-CF3) 


2096 


5-(-C0NH^ 


4-(-Ac) 


2097 


5-(-CONH2) 


4-(-C02H) 


2098 


5-(-CONH2) 


4-(.C02Me) 
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9nQQ 


6-(-CONH2) 


4- ^ ^ ^ 


2100 


S-C-CONHg) 


4-(-CONH2) 


2101 


S-GCONHg) 


3,5-dx-(-CONH2) 


2102 


5-(-C0NH^ 


4-{-CON(Me)2^ 


2103 


5-(-CONH2) 


4-{-C(=NH)NHiJ 


2104 


5-(-CONH5^ 


4-(-0Me) 


2105 


5-(-C0NHj!) 


3,4,5-tri-(-OMe) 


2106 


5-(-CONH2) 




2107 


5.(-CONH2) 


4-(-NHMe) 


2108 


5-(-CONH2) 


4-(-NHAc) 


2109 


5-(-CONH2) 


4. " 0 ' 


2110 




A. ( QTV/ToN 


2111 


5-(.CONHsD 




2112 


5-(-CONH2) 


4- ("I"*' 


2113 


5-(-C0NHi^ 


4- 0 


2114 


5-(-CONH2) 


4- 0 


2115 


6-{-CON(Me)2} 


-H 


2116 


5-{-C0N(Me)J 


4-(-P) 


2117 


4-{-CON(IV[e)2} 


4-(-Cl) 


2118 


5-{-CON(Me)2} 


4-(-CN) 


2119 


5-{-CON(M:e)2} 


4-(-N02) 


2120 


5-{-CON(Me)2^ 


4-(-Me) 


2121 


4-{-COJN(Me)J 


4-(-Ur 8/ 


2122 


5-{-CON(Me)sJ 


4.(-Ac) 


2123 


5-{-CON(Me)2} 


4-(-C02H) 


2124 


5-{.C0N(Me)jJ 


4-(-C02Me) 
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5-{-CON(Me)2} 




2126 


5-{-C0N(Me)^ 


3-(-CONH2) 


2127 


4-{-C0N(Me)i} 


4.{-C0N(Me)s} 


2128 


5-{-C0N(Me)a} 


4-{-C(=NH)NH2} 


2129 


5-{-CON(Me)2} 


4-(-0Me) 


2130 


5-{-CON(Me)2} 


4.(-«-C"?^0 ) 


2131 


5-{-CON(Me)2} 


4-(-NHMe) 


2132 


5-{-CON(IV[e)2} 


4-(-]SiHAc) 


2133 


6-{-C0NQAe)^ 


/ fix 


2134 






2135 


5.{-C0N(Me)si 


^_ (-S-Me) 


2136 


4.{.CON(IV[e)2} 


f-I-Me) 
4. ^ 0 ' 


2137 


5-{-CON(Me)2} 


4. 0 


2138 


5-{-C0N(Mey 


{-l-N(Me), } 
4. 0 ' 


2139 


5-(-OMe) 


-H 


2140 


5-(-0Me) 


4-(-F) 


2141 


3-(-OMe) 


4-(-Cl) 


2142 


4-(-0Me) 


4-(-Cl) 


2143 


5-(-0Me) 


2-(-Cl) 


2144 


5-(-0Me) 


3-(-Cl) 


2145 


6-(.0Me) 


4-(-Cl) 


2146 


5-(-0Me) 


4-(-CN) 


2147 


5-(-0Me) 


4-(-N02) 


2148 


5-(-0Me) 


4-C-Me) 


2149 


5-(-OMe) 


4-(-CFa) 


2150 


5-(-0Me) 


4-(-Ac) 


2151 


4-(-0Me) 


4-(-C02H) 
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2152 


4,5-di-(-OMe) 


4.(.C0i!H) 


2153 


5-(-0Me) 


4-(-C02Me) 


2154 




4-^ 


2155 


5-(-0Me) 


4-(-CONH2) 


2156 


5-(-0Me) 


4-{-C0N(Me)J 


2157 


B-(.OMe) 


4-{-C(=NH)NHs} 


2158 


5-(-0Me) 


4-(-0Me) 


2159 


5-(-0Me) 


4.(-°-^"^0 ) 


2160 


5-(-0Me) 


4.(-NHMe) 


2161 


6-(-0Me) 


4-(-NHAc) 


2162 


5-(-0Me) 




2163 


5-(-OMe) 


4-(-SMe) 


2164 


5-(-0Me) 


4- * 


2165 


5-(-0Me) 


4- 


2166 


5-(-0Me) 


4-0 ' 


2lo7 




4-0 ■' 


2168 


5-(-NHIV[e) 


4-(-F^ 


2169 


5-(-lSIHMe) 


4-(-Cl) 


2170 


5-(-NHAc) 


4-(-F) 


2171 


5-(-NHAc) 


4-(.Cl) 


2172 


5-(-NHAc) 


4-(-Ac) 


2173 


5-(-NHAc) 


4-(-C0NH2) 


91 74 


5-(-NHAc) 


4.{-C0N(Me)iJ 


2175 


5. ("H"r) 


4-(-F) 


2176 


4. (-rh) 


4-(-Cl) 
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2177 


5- o 


4-(-Me) 


2178 


^ -ST"' 

5- 0 


4-(-CFa) 


2179 


1 9 \ 

6- ^ 


4-(-C08H) 


2180 


5- 0 


4-(.C02Me) 


2181 




4- ^ ' 


2182 


5- 0 


4-(-SMe} 


2183 


(-N-S-Me 
5- " 0 ' 


4. l-S-Mej 




( ^ \ 
1 — N— <;— Me 1 

5- " 0 ' 


( \ 
1 — S— Ma I 

4-^0 ' 


2185 


5-(-SMe) 


4-(-F) 


2186 


4-(-SMe) 


4-(-Cl) 


2187 


5-(-SMe) 


4-(-Me) 


2188 


5-(-SMe) 


4.(-CFa) 




5-(-SMe) 


4-(.Ac) 


2190 


5-(-SMe) 


4-(-C0NH2) 


2191 


5-(-SMe) 


4-{-C0N(Me)s!^ 


2192 




4-(-F) 


2193 




4-<-Cl) 


2194 


g_ i-§-Me] 


4-(-Me) 


2195 


g_ i-S-Mej 


4-(-CF^ 


2196 




4-(-Ac) 


2197 


5. ( 


4-(-CONH2) 


2198 


(-S-Me) 


4-{-C0N(Me)i!} 
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2199 


( ~§-Me ) 

5- ^ 


4-(-F) 


2200 


( — g-Me ) 

4- 0 


4-(-Cl) 


2201 


(-§-Ma) 
5- 0 


4-(-Me) 


2202 


(-8-Me) 
5- ° 


4-(.-CF^ 


2203 


(-§-«el 
5- ° 


4-(-Ac) 


2204 


(-8-He) 

5- 0 


4-(-CONH2) 


2205 


f \ 
5- 0 


4-{-C0N(Me)J 


2206 


6- 0 


4.(-F) 


2207 


4- 0 


4-(-Cl) 


2208 


4- 0 


2,4-di-(-Cl) 


2209 


(-8-NHj 
5- 0 


4-(.Me) 


2210 


( — g-NHjl 
5- 0 


3-(-CFa) 


2211 


1 — g-NHj) 
5- ° 


4-(-CFa) 


2212 


5- 0 


4-(-CONH2) 


2213 


{-5-NH2) 

5- 0 


4.{-CON(Me)2> 


2214 


5- ° 


4-(-SMe) 


2215 


1 — s-nhJ 
5- " 


^ (-S-Me) 


2216 


(-5-NHj 
5- ^ 0 ' 


(-8-Me) 
4. ^ 0 ' 


2217 


r Q 1 

|-§-N(Me), } 


4-(-F) 
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2218 


4- 0 


4-(.a) 


2219 


{ J-N(Me), } 
5- 0 


4.(.Me) 


2220 


5- 0 


4-(-CF^ 


2221 


5- 0 


4-(-CONH2) 


2222 


5-0 


4-{-CON(Me)2} 


2223 


{-S-N(Me), } 

5- 0 


4-(-SMe) 


2224 


f 1 
5-0 ^ 




2225 


5- 0 


(-1-Me) 
4-0 ' 


2226 


5-{-0-(CH2)2-OH} 


4-(-Cl) 


2227 


5-{-0-(CH2)3-OH} 


4.(-Cl) 


2228 




4-(-Cl) 


999Q 






2230 




4-(-Cl) 


2231 




4-(-a) 


2232 


0 


4-(-a) 


2233 


^.(\>-«) 


4-(-Cl) 


2234 




4-(-Cl) 


2235 




4-(-Cl) 
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2236 


5. ( CX^OH ) 


4.(-Cl) 


2237 




4-(-Cl) 


2238 


5- Me 


4-(.Cl) 


2239 




4.(.C1) 


2240 


Q 

( cx ) 


4-(.Cl) 


2241 


0 


4-(.Cl) 


2242 


/ JL„X \ 


4-(-Cl) 


2243 


( '^^) 

5- 0 


4-(.Cl) 


2244 




4-(-Cl) 


2245 


(Acs.) 

5- 0 


4-(-Cl) 


2246 




4.(-Cl) 


2247 




4-(-Cl) 


2248 




4-(-Cl) 


2249 


5- H 


4-(-Cl) 
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2250 




4-(-Cl) 


2251 


n 


4-(-Cl) 


2252 




4-(.Cl) 


2253 




4.(-Cl) 


2254 




4-(-Cl) 
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^214 



4 

O « 




E 


R' 


2255 


-H 


-H 




-H 


4-(-Me) 


f 


-H 


3-(-CFa) 




5-(-F) 


-H 




5-(-F) 


4-(-F) 


2260 


5.(-F) 


4-(-Cl) 


2261 


5-(-P^ 


4-(-Me) 


2262 


5-(.F) 


4-(-CF^ 


2263 


5-(-F) 


4-(-C02H) 


2264 


5-(-F) 


4-(-C08Me) 


2265 


* 




2266 


5.(-F) 


4-(-CONH2) 


2267 


5-(-F) 




2268 
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XttfflBt7;i/- r B ^ n« l Ib^ 5 ^CDeg|«t?®il^ tit V> C6-14 

5^ u — ;i/ c 1-6 s o 
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(3) 




(1) C6-14TU-;VAs 

(2) C3-8i/ ^7 D 

(3) C3-8^>^PT;1/'5^::::;V*s 

(3) Mg|^tiT^) J;i>ci-6r;i/^;i/^ (MIB^^OM t) « ) ^ 

(4) - OR'" 
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( 6 ) C 1 -6 T ;v ^ ;i/ ;^ ;v ^ ;i/ 

(9) -C0 0R»». 

:i f R'^Jis zK^M^Xtt C l-67';i/^;i/»<&iici5jc-r o 

(10) - CONH-( CH2)i-R*^ 

ZZT^W^'Ht. am^tbt *)ctl^Cl-6T;bdr;i/» (luf3^«CDil D o ) s CI 

-6r;i/3:^\ri>*;i/7ji-;i'ax{d:ci-67';p>b^-r;i/7-^^^-C'$>t)x o:sif± 

(11) - OR*". 

d c: -C R'"{±> 7jc^M^X{i®il^ ti-C J: V^ C l-6TJ]/^)V^ ( buIB^^cDjI 
Do ) ^^i*t- So 



(r)C6-i4r u-;i/«> 

(2' )C3-8i/^P7';v^;i/»> xti. 

(3')-S7^D^» (BUfB^«®iil3o ) -tf^Os 

(2' )TI3^;i/— T'DiP^jlt^tL?) IT&SSiKDgmat'gm^tLT*) J^V^Ce- 



(12) 
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(3' )rm^)v-yDis*^Mitn^ i jb^ 5 m(Dmm:^'cm.m^nx cz- 

I4r u— ;^Cl-6T;^:^r;^^^ ^i±. 

(b) /ND/f>ii^. 

(c) iyTy S> 

(e) fiJfe^nT*)<tV^Cl-6T;i/=¥;i/» (sutB^aoii D » ) ^ 

(f) -(CH2)t-C0R''\ 

J:v^Cl-6T;^^;^a (MtB^^oiSDo ) s 

(2' ' mtE^)iy—yB ■ffi^mitti^ 1 5 mcDm^&xmM^tix j: v^ 

C6-14TU— X{is 

(3" )BufBi^;v-rB*^e>M{^tlS 17bM5{licDSIfeax-gm^ti-C*) J;V^ 

X^ !3s 

(g) -(CH2)t-C00R''^ 

c :i T•R*l''^i^7k^J!l^^ tiT J: C l-67^;i/^;i'S(mil3^«cDii t) o) 
XfiatflB^JV-rB 5fP feSi^tbi) 1 Tim-Smcomm^XU^^tiX =b X V^ C6-14 
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(h) -(CHj)t-CONR'^^R'^\ 

(2" )gm^n-c*) J;V^Cl-6T;l/^;l/* (ItflB^^©® o ) s 

ce-UT' u — ;i/ c i-6t;v^;i/»^ 

(7' ' )mi3^;V-rB Ifi^Mitfi^ 1 75S 5 ffi©fiJfe»T-am^ tit 'fe «t V^ 

(i) -(CH2)t-C( = NR''")NH2> 
(j)-(CH2)t-0R»^ 

(l")7JcmM^^^ 

(2" )am^tL-C*) j;v^Cl-6T;l/=3p;va (luf3^«®Mt3o ) s 
c 2-6 
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(5" )mm^)\^~-rBifi^Mt£n:s> i:/2rM5^<Z)gmaT'gm^nT^ J;V^ 

C6-14TU 

'NT^ D 3® c 1-6 

C3-8->^dt;i/^;i/»s xt* 

(10' ' mf3^;v-7'B*> ^aiJ^ns i tjs sffloBtfe^-esm^n-t * J;v^ 
C3-8S/^ p r;!/^;)/ c i-eT^i/^^r;!/^-?!^ t) ^ 

(k)-(CH2)t-0-(CH2)p-COR'^^ 
(l)-(CH2)t-NR''"R'^\ 

iz"mW:^tix'hx\^^ci-GT)\^^)v^ imm^mcDm^ o ) s 

(4" miB^^;i/-rB**e,^«tis iTimsmcDm^&xnm^tix^^^^ 
(5* ' mmv)]y-yB ifi ^mitti^ ijims mcDum^xmrn^tix <fc^^ 

(m)-(CH2)t-NR''''C0-R^''\ 
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Bii>^mi£ti^ i7im5 m(Dnm&-Qmm^ n-c * j; v^ c6-i4:p u -ji&xitm 

(n)-(CH2)t-NHS03-R'^^ 

CI ei-??R'='«(is7K^M^sSJ^^tl-C V^ Cl-67';i/^;i/«(tf|l3^«®M D o)> 

(o)-(CH2)t-S(0),-R»^ 
(p)-(CH2)t-S02-NHR'^\ 

(2' )Cl-67';i/=^rU>s 

(3' )C2-6T;i/'!rzzU>s 

(4')-(CH2)„-0-(CH2)„-. 

J^JlTs mSt;fn{*s ^:Jx-?ti^S:bTx 0 X(± 1 6 cdS^5&^i*TS o 
(5')-C0-. 

(6')-COz-(CH2)n-> 

(7')-CONH-(CH2)„-NH-< 

(8')-NHC02-s 

(9' )-NHCONH-^ 

(10')-O-(CH2)«-CO-. 
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(ir )-0-(CH2)„-0-^ 

(12' )-S02-s 

(13')-(CH2)„-NR"''-(CHj)„-. 

' (2" J;v^Cl-6T;l/^;^a immMm<DM^o ) ^ 

C6-14:p U — ;V C l-6TJV=if-)l/&^ 

(4' ' )@ffiB^;i'-:7'B ^muti^ iTims m(DumAX'mm:^tix ^ 

C6-147'';— 

i 3 Ri'^fis 7Xmi^^s mm^fix ct c l-67';i/^;i/«( tofa^«®3l »? o )^ 

C6-14T y — ;i'Ci-6r;i/^;i'a^jti*-r-5o 

(6")- COORDS (R''^{i:tal3^^©51»5o ) x Xtts 

(7")-S02R''' (R^^yiHufBSiKOilDo ) > 
(14' )-NR«i^CO- (R-^i^iitulBCD^^iilllCo ) s 
(15' )-C0NR'"-(CH2)n-> 

c :i -e R^'Ht. TK^i^^x tt^^^ tiT J: v> C i-67';i/^;vS( tuIB^tto® t) o) 

r u c i-6T;v^;i/^<&mn*-rSo 
(16' )-CONH-CHR'"*-> 

.fcv-* C6-147' i; — ;i^«?^jti*-r So 

(17')-0-(CH2)„.-CR''"R»"-(CH3)n-s 

(2")>^3;l/>^^^i>';^a^ 

390 



wo 01/47883 



PCT/JPOO/09181 



(3" )cl-6T;l/:3e;l'»^ 

% o 

(5" )-NHR" 
(6") 



(18' )-(CH2)n-NR'"-CHR'''5- (R'"SLtJ«R'"{±. ^tl^tlluia^^® 

jltJo ) s 

(19' )-NR»"S02- 

3iT'R""«> 7j<*ii^x{ici-6y';i/^;i/»<^^i*-rSo 



(20' )-S(0)e-(CH2)^-CR''i'R''>^-(CH2)n- (efiOs lX{i2T-^ 

■r$)So } -efe^o ] 

2. G\ G^ G\ G\ GK G\ G\ G'RXJ^G''<D^ 1 17i^ 4 MtfiMmm 

3. G2AsC(-R^)T-feDs G«Asj^*M^-^fe§tt^^2B3«®CMffflfe?&^ 
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5 . -j^iC [ I ] ® 
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ft 
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[1-1] 



8 . TIB-IS^ [ 1-2 -\X'm^n^m^m^^xi±mM±n^^n^^com 




9 . TiB-j^sti [1-3] xm^n^m'^m<t'^myn±^m±m^^M^o 
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[1-3] 



1 0. TiB-«s^ CI -4] X'm.^n^m^m^^<^xi±m.m±^^^n^^ 




[1-4] 



11. R's R\ R^St;«R*cD-5 t./J>'&< il-fe l-^^d^N *;i/'}<^i';u*> -CO 
DR^\ -C0NR»^R'^^X{±-S02R''MR*'\ R-^'s R'^Z5:tJfR'''(iM^a 1 IBtt 

fiT^h^h KD^;rt:^-;PST'fei»»^:^173rMl 1 ©v^-rti*»K:|3«® CM 
1 4 . TBB-liK^ [11] ■e^^ti^^-&^'fb^^X{iSl^±fF^^tiS^®mo 



394 
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(2)ci-6T;i/*y-f;vSN 

(5) ^ h D»s 

(6) Tia^J^;i/— >^A*> i TiU^^^^MmA-^m^^fix «fcv> ci-6 

ci-6T;n3dri^3tj;v5}?-;v*st;fCl-67';v^;i/T^ yfto 

(7) -C0 0R''\ 
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'fbCi-6T;i/^;va> ci-erjiij ^ ^ -(CH2)r-cooR\ -(cHj) 

r-CONR^R^s -(CH2)r-NR"R". -(CH2)r-NR"- COR''^ -(C 
H2)r-NHS OzR^s -(CH2)r-0R''\ -(CH2)r-SR"s -(CH2)r-S 
02R":RtJf-( CHz)^- S OzNR^iR''^ 

(8) - CONR'^R'^s 

(9) -C( = NR»*)NH2s 

(10) -NHR"'\ 

^::■r•R'''^i^ tK^M^s ci-BT^i/^y-f ;i/SX{iCi-67';i/^;i/^;i/7j->-;v 

(11) -0R'\ 

(12) -S OzR'^ 

3;iT'R"{*s 7Km&. ci-6:p;i/^;1/»X{*ci-6t;i/:3p;v:j^5 ^ 

(13) -P( = 0)(OR'^')2 

zzx'R '^Ht. 7mm^^ Bife^ tiT J; v> c i-QT)v ^)vmmm^m(Dm d o ) 
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(2) 



t^iJi?;i/S^ tu^s^-;v^, 

(1) C6-14TU-;V»s 

(2) C3-8e/^J7P7';i/:^;i/»> 
T" ^ ^ 'NT^ p ^a-e t) ^ 
(i)TfBi^;i/-7*D**e>M«tL;2)«> . 



( <)u (> )v 
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{z)rmv)i-yD i^^Mitti^ 1 7bm5m(Dmm&-^mm^nx * <k v^ c6-i4 

(3) TtB^^;i/~ -rTDtf^ mi^fi^ iTims M©ggi»-??g«i^ n-r <i> <fc v^ c s-s^/ 

(4) Ti3^^;^-r D e, ^IfS ti-g. 1 5 ^cDS^ST-gJfe^ tiT J: C6-14 
r u— ;i/C1-6t;i/^;i/^^ 

(5) Tfi3^;i'-rD 1 Tim 5 ^cDS^fe^T-glfe^tiT t. J; V^-\7^ p 

(f) -(CH2)t-C0R«^ 

JiilT^ tit, ^fi^ti^:iLVx, o:ziti7im6(Dmm^Mm-r?>o 

(1' )*^^tlT*)«^:v^Cl-6T;l'^;l/S (lufB^«cD® t) o ) ^ 

(3' miBi^;i/-rB*^>M}^tiS 17bM5f@©gm^Tmm$n-t*)J;v>^ 

4 © ^ 5^ D li ^ ^ tf o 

(g) -(CH2)t-C00R^^ 

^ ciT-R'"n*>7k^il^Ngm$tiT ^ J;VN ci-6T;i/:?r;i/S( MiB^ttoM t) o) 
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(h) - ( C H2) t - C O N R''2^R"^^ 

(l")7Kmjl^. 

(3' ' )mtB^j\^—yB is^ ^Mitti^ iTims mcDmrn^umm^tix j: v^ 

C6-14TU-;l/*^ 

C6-14T u— ;i/C1-6t;i/^;v»s 

(5' ' mmvji^—yBn^^Mi^ti^ 1 tjs 5 m<Dmm&xm^^tix ^bj^u 

(8' ' )lafB^;V-r B yiP 1 5 M^filfe^T-ai^^n-C ^) <J;l^ 

(i) -(CH2)t-C( = NR"^=')NH2> 
(j)-(CH2)t-0R''^ 

(2')gm^tl-C^)ctV^Cl-6T;^^;^* (buI3^^®M!3o ) > 
(3' )gm^tlT^)J;V^C2-6T;^'^-;l/a (Bul3^«l©jlt)o ) > 
(4' m$'5^Jl^-yAti*^Mi£M 1 3 ^cDSmSX-g^^nT * J; C 
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(5* mt^^.J\^-yBifi^Mi£ti^ 1 Tim 5 jSoSm^-Cgm^tLT *) C 
6-14T y — 

C3-8>>^ PT;i/^;vci-6T;i/^;i'S-efe !3> 

(k)-(CH2)t-0-(CH2)p-COR''^ 

d^T-R^^'tt. Cl-6T;i/^;b7'^ySX{iMfff3i7;i/-rBA^e>3Siin§ 
(l)-(CH2)t-NR'^*R"^\ 

c3-^R'^2;at>*R''"{is ^n^tim^LLXs 

(2' )sm^tit:<fe J;v^C1-6t;i/^;vS (Huf3^«®jlDo ) ^ 

(3' )BuiB^^;i/-rB**e>M{Stb^ i;5M5^0«m«T'Mm^:JxT*)cfcVNC 

6-14T y 

(4' )|friB^^;u-rB ij^^mi^n^ i tss 5 M©®gi»-e®ii^nT J: v^ c 
6-14tu-;i/C1-6t;i/^;wSs 

(5' )lul3^;V~:7*B**?>3l{^tlS 175M5^©mmaT-®«l^nT*) J;V^^ 
(m)-(CH2)t-NR'^'C0-R^^ 

CL^T-R'^'fi^ zK^M^s cl-6T;i/^r;i/Sx{±cl-6T;i/*y-f;i/^<&Mn*bs 

400 
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^Jft^ S o 

(n)-(CH2)t-NHS02-R''^ 

(o)-(CHz)t-S(0),-R'^«. 
(p)-(CH2)t-S02-NHR''^ 

:r 3T'R«=='{is7R^jl^>«m^tit cfcV^ Cl-6T;V^;V»(HufB^«cDM !9 o)> 

(E)Cl-6:r;i/:3f^u>> 

(3) C2-6T;i/':r:=:U>> 

(4) -(CH,)„-0-(CH2)n-. 

(5) -C0-. 

(6) -C02-(CH3)n-s 

(7) -CONH-(CH2)n-NH-s 

(8) -NHC02-s 

(9) -NHC0NH-s 
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(10) ~O-(CH2)„-CO-^ 

(11) -0-(CH2)«-0-. 

(12) -S02-. 

(13) -(CH2L-NR"'«-(CH3)n-s 

(2' )«m^nT*) =l;V^Cl-6T;l/^;^S (|^iH3^^®ilDo ) ^ 

(3' )BUf3^;i/-7-B e>®«n5 1 5 ®CDSm»T-mm^ tit C6- 

(5')-C0R''^ 

Huf3^;v-rB t^^mitn^ i t^m 5^®mmsT'«m^ % c6-i4:f u 
C6-14T u — ;vci-67^;i/^;i/a*5ti*f So 

(6')- CO OR"" (R^^ttHulB^^OMDo ) ^ 

(7')-so2R'* iR'^i±mm^m<Dmy) o ) s 

(14) -NR*^='C0- (R'^niMCD^i^JilRlCo ) x 

(15) -CONR^»'-(CH2)„-s 
dT-R'^'tisTK^M^sgm^nt Cl-6T;i/^;vS(mfl3^«©?i Do) 

X(*Huf3^^;i/-rB & ns 1 5 McDSm^T'gm^ tit c); V^ C6-14 

T u — ;v c 1-6 t;!/ =^r 5ici*-r s o 

(16) -C0NH-CHR»"-s 

i>J^\^ C6-14T V —JV&^Mf^T^o 

(17) -0-(CH2)n,-CR''>=R"=-(CH2)„-> 

(1' )7j<mii^> 
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(2' )*;^5l^=3pi/;^»^ 
(4')-0R^ 

CI :i R'"'i*> c i-6t;v^;i/*x{* C6-14T u — ;i/ c i-6T;v:^;ua^5ti*-r 

(6')-NHR''^ 

cic:"t!R'''{±> 7K^JP^^ ci-6:r;v=3p;i/as ci-6T;i/*>'-f ;i/^xy:C6-i4 

JHcR'i^fi. 
(6') 

— (CH2)^r-{7)-(Z' )w' 

(18) -(CH2)n-NR"^-CHR''"- (R'^^'RV^R'^^it^ ^ti^timm^mcom 

Do ) s 

(19) -NR''''S 02-^ 

(20) -S(O)e-(CH2)„-CR''^«R»"-(CH2)„- (e{±0. lxa:2"e^Ds 

1 5 . TfB-iis^5; [11- 1 ] i^m^ti^m^M 1 Ammom^mih^mxium 
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?)— Y-£r)-(Z)w [II-1] 



1 6 . TfB-iiSTe [II - 2 ] T-^^tiSW^JS 1 4IB«cD^-&«<b^tlXM 




(Z)w [II-2] 



17. TIB— CII-3] T*$ti:5M^]Sl 41 




^)^-@— Y-£b^(Z)w [II-3] 




1 8. TiB— [11- 4] •^m.^fi^m^mi ^tmcDm-^mit^^Kitm 
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(Spiffs =&f3-^(iBi*« 1 4iB<8©MDT-fe§o ) 

19. R\ R\ R=']at>*R*(Da t)'>:fe< i:*) -CO 
OR'^XJ^-SO^R'^ (^^:-eR''StJfR''{iBt^]«l 4f3iffiCDjlt)o ) T-^S^ 

2 0. R's R\ ■R^RV(R*(D^-b{i>i3^<t%l'Dlfi^ *;V5P=5r5^;i/»X{*- C 
OOR'i (:i^T-R''JiBf^:« 1 4BB«©alDo ) T-feSsi^JBl 9f3t8©«i-&3^ 

2 1. R2^*;u>K=3pe/;i/S-efe ^^^ R's R':ST>"R'*s7jc^M^-^feSM*JH2 

0 ia«0^^^'(ti^i^x{iM^±fF^ ^ n s ^ ® 

2 2. ^Cy' i^^'P'^>^;l/»^ P's^i/;i/as $/^a^7"^;va 

2 3. ^Cy' *s> i/i^D^>^;i'»^ iyi^vi^^i^)Vm:5mi^^v^y^JV 
2 4. ^A' :7 3i-;i/S, t!Ui^;i/as 

{±t:U^'i^^;^»-?r^5BS5f<]Sl 4 7JrM2 3 <D\,^TtiifiiztZm(^m^m'(ij-^my. 
{iMM-t ffFS ^ ^ 5 ^ ® o 

2 5. ^A' >':n-;i.^xiil^ US^;i/»-e$>5ii^«2 4gB«®*i^^'fb 
^i^X {*Mlg±fF^ ^ ti i» ^ ©mo 

2 6. ^A' 7xr:;i/«-C-^SIS^]CH2 5fBtt©Si&^^'fb^^X«^^± 

27. Y;?)S. -(CH2)„-0-(CH2)„-s -NHCOz-^ -CONH-CH 
R.H_^ -(CHj„-NR'"2-(CH2)n-s -CONR'^-CCHJ^-. -0-(C 
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2 8. Ytfi, -(CH2)„-0-(CH2)n-XJi-0-(CH2)„-CR"'«R»"- 
(CH2)„- (;i:^T-#fB-^{*«5f^Iil 4IBtfcCDMDo ) T'fe i>ffi*ia 2 7 ifl«CD 

2 9. Y^b^. -{CB,)^-0-iCE,)^- ( CI Cl-e=&fB-#{±ai^Ii 1 4 13%® 

3 0. R^AS*;i/Ji?^e/;i/a-eSt)x R\ R'';S:t;fR**S7j<^Jl^F-C$>D> ^Cy' 

3 1. 2- lA- {Z-Zfu^y ya^-jV] - 1 -e/^'P'Ndri^;!/ 

2- [4- (3-:?^P^7iy^i^) - 1 D^^i^;i/'^>\/ 

2- [4- ( 2 -:/n^- 5 -:i7DD^>$^;v:^^^) 731— -l-s^^ 
2 -{4 - [2 - (4-t^PP7xrz;v) - 5 -^DP^>$^;i/:t=3f-i/] 7x 

2- {4- [2- (4-^'PP7Jt— - 5 -iJ^ P P'^>'i^;i^:^^2^] 7^ 

- 1 -^^P^^r5^;v^>'\/^ ^V^J—j]/- 5 
2- [4- ( 2 -:/P^- 5 -j^ -l-i^ 

2- {4- [2- (4-i'pP7i-;i/) - 5 -7< b=aps/^>$;;v:2j-:3e$^] 7 

2 - {4 - [2 - (4-^PP7 3i— ;V) -5-^ h:^re^^>i^;V:t^$/] 7 

406 



wo 01/47883 PCT/JPOO/09181 

1 -t^^u^^i^jly- 2- {4- [ (E) - 2 -:7x:z;i/tr^;i/] y jl-)]/} 
1 _.>^n^:3pi/;i/- 2 - {4- [ (E) -2 -7airi;i/trri;i/] :7i-;i/} 

5 -*;i'5^*>igs 

2- (4 - 1 -->d7 D^>'^;L'^>y-1' ^ tS^\/— 
2- (4 - 5 - 1 -i/iJ? D^>f-;V^> 

;i/ - 5 - ;!3 ;i/ ^-y- ^ F 3i- ^ A , 

1 ->>^jr pv\:3f.i/;i^- 2 - {4- [ {4- (4-7;i/;^P7 3i-;i/) -2-^ 
5 -^T'v^';;!/} ^ h=^re/] ^yv— ;i/-5 -:i3;i/5l^ 

1- ty^a^^t/)l-2- {4- [ {4- (4-7;U;rf7 3ir:;i/) -2-^ 

2- {4- lifT. {3-yjV:txny:iL=.}V) ^ h^i^] - 2 - :7 
2- {4- [tf:;^^ {3 -yj\y:tT2y x.=^)V) ^v^i^l - 2 -yj]/:tt2y 

2- (4 -^>\/'r;i/T^ y 7 1— - i 
—)]/- 5 -5b;i/5i^>Mj^^;i/^:^7^;K 

2- (4-^>\/'f;i/7'^y 7x::^;i/) - 1 - J/^' p^>^;i/^>y -< ^ 
— 5 

2- {4- [3- ( 3 np 7 :7:rydr->] 
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2- {4- [3- (3 -t5^.DP7 3i^;i/) 

2- [4- ( 3 -T-fe h=¥i^7i— 7x^;v] -l-^-^D^^i/ 

1 -i/^D^:3es<';v- 2 - [4- (3-t l«p:^r2/7 

1 -i^^ti^^i^JV- 2- {4- [3- (4-t'Ui?;i/p< h^i^) 7 

1 - i/^D^:^^^/;^- 2 - {4- [3- (4-lfUy;i/^ h^S^) 7xn;i/pr 

2- (4 - 1 - 5/^ P^>^;i/^>^/'f ^ 

2- (4 x-;i/) - 1 - i^^' p ^>5^;i/^>y-f ^ i$7'v^— 

2- (4 -'^>i^;i/:^^2/7x^;v) - 1 -e/iJ7 o^>^;i/-N, N-yp<5=- 
2- (4 --^>i^;i/:^^i/7 3i^;i/) - 1 -S/^ P^>^;i/-N-^ h^i/- 
2- (4 - 1 -S/i5'P'^>^;i/- 5- (l-th' 
5 -T-fe5=-;U- 2 - ( 4 -^>$^;i/;t=^^e^7 xr:;i/) - 1 -i^ ^ u^>^)\/^ 
2- (4 -^>S?;i/:t=3r$/7xri;p) - 1 -^/^ P^>^;i/-N- (2-e^p< 
2- (4-^>y;i/;*-^^7xn;i/) - 1 -S/^P'>?.>^J1/- 5 bP^y 
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2 - [4 - (4-ter t - y5^;u^>5^;i/3i-^2/) 7 - 1 -i^^ D 

2- [4- {4~ti)\^Tf^^i^^>t^)V:;^^iy) :7ai-;i/] -l-$/^i7p^>^ 
2- [4- i4--!7^ti^>P)]/:t^ty) 73^— - 1 -i/^^ n^>^;i/^ 
2- {4- [ ( 2 -^PD- 5 ^h^$/] 7 
l-ty^V3^>^)V-2 - [4- ( 4 - h U 7;b:;^Dp<^;i'^>i?;i/::t^5^) 

7 ^>y-r ^tJ^^^— 5 

1- iy^u^>^jv-2 - [4- (4-p< h=^i^^>i^;i/al-^s^) 73:-;u3 

1 _,>^o^>^;i/- 2 - [4- (4-trU5^;vp« h^i^) :7xri;v] /^ovT 
1 -->^}a^>^ji- 2 - [4- (4 -p<^;i/^>s^;w:t^i') ^ 

1 _i/^n^>5^;V- 2 - {4- [ (3, 5 -S?^ ^^Jl-- 4 V:^=35.-t)-V^ U 

p< 7 ^>\;-r 5 

2- [4- i2-^ua^yi^)V:;^^i/) 7 3l-)1/2 - 1 - i/^J? p^>^;i/^ 
2- [4- ( 3-^PD^>i?;V:t=^i^) ^ai::::;^] - 1 - ^ P ^^^^Jl/'^ 
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;v- 5 --^jvr^ym. 

>'J-( ^ ^v^-;i/- 5 -*;i/3}?>^, 

1 - i/^ p^>^;i/- 2 - [4- (3, 5 -i>i7uuy x.—j\/ij)V^—)VT^ 

2- {4- [ (4 -^dp:7:ii-;v) 7 1 - i^^^ 

2-{4-C(4-ter t - m-;!/) *;i/7t<-;uT^ y'] 

- 1 -s/^' p^>^;i/'^>y-f ^ ^y— 5 -*;v>l^>^> 

2- {4- [ (4 -^>i^;i/:t^i/7xr:;i/) *;i/5}?^;vr ^ ^ ] 7 

- 1 -^^7 D^>^;i"^>\/'f ^ 5 -*;i'?t?>^s 

trans-4 - [2 - ( 4 -^>S^;i/:^^$^:7 31— - 5 -:^3;i/5}fdp->^ 
trans-l - [2- ( 4 -^>i^;i/:^dp$/:7 3^ - 5 

>\/-f 1 --f -4-^ b^^>^>^P'N^ij->^ 

2- [ (4-i/^P^^^';i/7 3i::i;i/) 5!3;i/7}^::^;VT^ y'] -l-2/^P^> 

1 2 - [4- (3, 5 -i^^PP^>5^;i/:t^i^) 7 

1 -i/t^ p^>^;i/- 2 - [4- (3, 4 -i^^PP^>S^;V:t^2^) 7 i — 

1 -i/^p^>^;v- 2 - [4- (7xr^;i/:^7;v>'^^ >r;VT^ y) 7 

1 -S/^^P^>5^;i/- 2 - [4- (i^^i:::;!/^ h=^i^) :7i^;i/] ^>\/-r 
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trans-l - [2 - ( 4 -^>i^;U:t^i^y :^-J\/) - 5 -itjjuii^^^i^^ 
>^J^ 1 --Y;]/] -4- t e r t -:^^)P^>^U^^V>^ 

2- (4 -'^>5^;i/T^ y - i -i/^ p^>5^;i/^>^y'^'i' ^ ^\/— 

}]/- 5 -*;i';J^>^s 

2- [4- (N-^>-lf >^;i/3i^:::;i/-N-><5^;vr ) -1- 

2- [4- (N-^>i^;i/-N-p<^;VT^ ^) :7x::z;i/] _i-.>^d^> 

> ^ ^ — ;i' - 5 - * 

1 _.>/7 p^df.iy;i/- 2 - [4- (3, 5 -P^x^V3^>V'JV:^^iy) y zj^ — 

1 - ^:^D^i|ri/;i/- 2 - [4- h=^$^) ^iri;!/] ^>y-r 

1 D^Jp^';i/- 2 - [4- (3, 5 -i^- t e r t 
^t^) ^^v/^f ^<j^v^— ;i/-5-*;i/4?>^s 

2- (4 -1- (4 D^:^iy;i/) 

1 -i/^ o^dpS/;U- 2 - {4- [2- i2-i-y^Jl/) oih^i/] y :^ =.)]/} 
1 -S/^D^=3pi/;i/- 2 - [4 - (1 -i-y^}]/) ^ hdp^>7 x^;v] 

1 - $/^D^dF.->;b- 2 - [4- ii?^>if)VT^ ^) y ^y^J^ K 

2- [4 - (2 - if7 X- h^^y) y x-;v] - 1 -i^^ u^^i^jv^ 
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2- (4-'^>v^-f ;i'p< h^^>7 - 1 -i/^P'N:^:^;i/'^>\/'i' 

1 - 5^^J7 P'NdF-iy;!/- 2 - [4- (3, 3 - i>7 Ji^;i/rp t.Vl/;^=¥5^) :n 

2- [4- (3-^uu-e-yjL-}]/^yi^jV:t^i^) 

1 -S/^P'sdFi/;!/- 2 - {4 - [2- j:h:^S/] 7 

1 -i'^ p^^i^Jl/- 2 - [4- ( 3 -7 j^::i;V7°P :7zn-;i/] 

1- i/^ti^^iy}i-2- [4- ( 5 -7 icx;i/^>^;i/:^=5pS/) 7 

2- (2 -'^>i^;i/:t=^5^- 5 -try - l -^^^P^^^i^^V^^^^y^-f ^ 
1 pyv:f(p,>;i,_ 2 - {4-[2-(3,4,5-h';;>t h^i/7ji-;u) 
2- ( 4 -^>y;i/:^^S^ X— ;V) -1- (4, 4 -i^><^;i/S/^57 p^:3ri/ 

1 _^^o^:^i/;v- 2 - {4- [2- 3ih^i>'] y x^-jv} 

2- [4- ( 2 dF-^) -l-i/^P^^$/ 
2- [4- ( 3 7x^;i/] -l-S^^P's^i/ 
1 -S/^p^^i/;i/- 2- [4- (2-t KP^$/7xy^i/) ^x-;!/] ^ 
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1 -s^^p^df. 2 - [4- (3 

1 _s>^0^dF.i/;v- 2 - [4 - (2 

l-->^u^^i^)V- 2 - [4- (3 

1 _,>^pvxd|^$/;i/- 2 - [4- (2 

i -S/^D^:3p^>;^- 2 - [4- (3 

1 -i/^D^:^>>;i/- 2 - {4- [2 

1 -i/^P^^iy;t/- 2 - {4- [3- ( 3 -p<5=-;b- 2 -^7^— 

1 ->>^n^drS/;i/- 2 - [4- (2-^ V^y'^)V:t^i^7 7 3. 

1 -->^D^dp$/;i/- 2 - [4- (3-^ V^>^;i/:4-^5/7xydr5/) 7x 

1 -i^i^P^:3riy;i/- 2 - {4 - [2 - (10, ll-i^bKD-SH-S^'^ 
[b, f] T-fe' tr>- 5 --f;!/) Jib^i/] 7x-;i/} 

- 5 

1 - $/^D^dp>>;i/- 2 - {4- [2- (4 - h U 7;i/;rD^^;i/7xn;i/) 

2- {4- [br;^ (4 -^PD7x-;i/) p( h^i^] 7xri;i/} - l-t/^fu 
^^t^}]/^y^j^ X 5 -*;^^}^>^^ 

1 2 - {4 - [2 - (4-p< h xr:;i/) :n h:3f-i/] 

l_,>^nysdE^.>;V_2- {4- [2- (2-^ hdf-i^7xr::;P) a:h:3p->] 
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-b l<D=^e^7xy :^->) 7x::^;i/] ^ 
-P< h^i^7x7=3pi^) 7x-;i/] '^^^ 
b^i/7xydpi/) 7x-;u] ^> 
-T'nn^^i^^xy dpi/) 7x— ^ 
-7'n:^<^i'7 x^ ^S/) 7xn;i/] ^ 

- ( 3 2 
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1 -i/^D'v :3e 2 - {4- [2 - (3-^ h dpi/^ jih=3e^>] 



1 -->^n^^$/;i/- 2 - [4- ( 2 

l->>^p^^i/;i/-2- [4- (3-7a:^^;i/:;r=3pS^7 3iydf-$/) 
1 -i/^D^i|ri/;i/- 2 - [4- (2, 2 h^$^) :7 
cis-1- [2- (4-^>$^;V;t=^r2^7 3i-;v) - 5 JVH^^i/^y^J 
1 _.>^n^df.c^;p_ 2 - [4- (2 -7^^ ^ 

1 - i^^D^^$^;i/- 2 - [4- ( 3 -^ly^s^'^iy'^e^) 7^;— ^ 

2- {4- [ (2R) - 2 -'^>i^;i/;r^>>*;^5j^^;i/T^y-2-73i-;i/ 
^h^i^] 7i^;u} - 1 -5/e7P^:3s^e/;i/'^>y>f ^^y— 5 -*;v7i<> 

1 -iy-i/u^^iy)]/- 2- {2 -7;i/5j-p-4- [2- ( 4 - h U 7;i/;2i-p^ 
^jvy :jl =.)]/) 7 3i-;v} ^> v^-f ^ ^5^^— 5 

2- [4- (4-^>i^;i/:t=¥$^7 3i7^$/) 7ai-;i/] - 1 P^:3p^> 

2 - {4 - [tr:^ (4 - ;<^;i/7 3i-;i/) p< h^S/] 7x^;v} - l - i^^J^p 

2- {4- [IfX (4 -7;i/;rP7ai-;i/) ^ h:^>>] y 3u:=i)V} -l-i/i7 



2 



(4- 
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l-i/^ti^^S^Jl'-e-^ [4- ( 3 -7 :ii-;i/7'P;}?^>) 

1 - S/^p^:^->;i/- 6 -p<^;u- 2 - [4- (3-y 3L-jvXt2Tti^i/) -y 

2- {4- [2- ( 2 -^>i^;i/;r^i^:7i^;i/) o^h^S^] yzc—^v} -1 

-i/i7p^^i/;i/^vy-r ^iS^y— ;v- 5 -*;vjj<>^s 

2- {4- [2- (3 Jt-;i/) J-h^^i/] 7x::^;i/} -1 



2- [4- (2 -*;i/5}?dPi/p<^;i/:^:3E^i^ 7x^:^5/) 

p^^->;v^>^/^ 5 

2- [4- (3 -:5b;V5}tdri/p<5^;i/:t=^r^y:7a:y dr$^) :7x— -l-i/^ 

2- {4- [3-^^PP-6- (4 -p<^;i/7xri;i/) ^>i^;i/;r=^i^3 7x 
— - 1 -2/^^p^^^;i/^>\/'f 5 

2- {4- [3-:J7pp-6- (4 -p< xri;i/) 7 

1 - i/^D^dpiy;i/- 2 - {2-A^)l-4- [2- (4 - h U 7;i/:?f-Pp«^ 
;i/7xn;v) ^>i^;i/;t=Sri>] :7x::i;v} ^^V— 5 

2- {4- [2- ( 4 - t e r t -y^;i/:7 - 5 P P'^^i^;!^:^ 
i!ri/] yx.-)l/} - 1 -i/^ P'\dri/;i/^>y'1' ^ 5 -*;V5}?>^^ 

2- {4- (3-:^PP- 6-7x^;i/^>i^;U2r^J^) - 2 -7;i/;2r-p:7 x 
— - 1 -i/^P^=3ei/;v^>\/'f ^^y— ;v- 5 

2- {4- [3-;^PP-6- (3, 5 - i^ii? p P 7 xn;i/) ^^i^;!/:^^^^] 
7xr^;i/} - 1 -i/^^P'sdri/^i/^yy^f ^^S^y— 5 -•fy}V:!f^>m^ 

2- {4- [tr;^ (4 -7;i/:tP7 x-;v) p< h^^^] - 2 - P 7 
- 1 -iy^u^^i^jv^yj^ ^ y^;— 5 -ij^v^iiym. 

2- {4- (4 -^>:2^;i/:4-^i'7 xy ^$/) - 2 - ^ P P 7 x— -1- 
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2- {4- i4-^>P)V:t^iyy - 2 - h U 7;i/;tDp<^;i/7:c 

2- {4- C3-^DP-6- (2 - h >; 7;V:tDp<^;i/73in;i/) ^>i?;i/ 

2- {4- [ (2R) - 2 -T^ y - 2 hdri>] -1 

2- [4- (2-b;7i-U;i';t=^->) ^i-;!/] - 1 -:^^^D^=!F$/;i<'^> 

'J^ % ^^)-)\^- 5 

2- [4- (3-t:7xr:i;;i/:t=3F-i^) :7^r:;i/] - 1 -i/^ D^dp$/;i//><> 
2- {4- [2- { (1-t e r t -:/b^i^5b;V5K-;i/-4-l^'^U5^;v) 

5 -:t?;v4^>^s 

2 - {4- [3 - { ( 1 - t e r t h=3fi/*;i/5i?-;i/- 4-b;^U 
5 -*;i/7K>^N 

2-{4-[3-tJ7PD-6- (3, 4, Y^i^y 

2- {4- [2- ( 2 - li7 - U aih^i/] 731:::;^} - 1 -i/^u^ 
2- [4- {2-\fy JL-VJV:^ h^rS/) 7 3izi;i/] - 1 - n^^i^;^^ 

1 - s>^n^ip 2 - {4- [2- (4 -tr^'J b^^ri^) 7 31^:3^ 
1 D^:3p.>;V_ 2 - {4" [3- { 4 - \f )\y ^ V ^i^) 73iy:^r 

2- {4- [ (2R) - 2 -5'-fe5^;i/7'5 y - 2 -7 3:^;i/3i h^^rS^] 73i^ 
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-1 



1 - S/^D'vdpi/;!/- 2 - {4- [3- (4-pt^;V-3-^>7^:=.;i/3|-dpi/) 
y3Lyf^t/2 '^>y>r ^^v^— 5 

1 -S/^D^:3fs>;p_ 2 - {4_ [3_ ( 3 -^t 3 _ 

2- {4-[{(2S)- 1 -^>i^;i/- 2 - tfD >; ^ h^e^] 
2- {4- [3-^DP-6- i4-^^)\/^:^y :^=-}V) ^>i^;i/:^=3ei^] 
2- {4- [3-i7pn-6- (4 -pt^>x;V3^-;i/7i— 

2 - {4- [3-^DP-6 - (2-^3::-;V) y =.}]/} 

- 1 -s^^^ P'\dpsx;v^>\/-r ^ ^y— ;v- 5 

2 - {4 - [3-i^nP-6 - (3 -^^ p P 17 ;c 7^ 
2 - {4- [3-^PP-6 - (3-t:Ui^;i/) '^>S^;V:e-=¥i^] y :r. =.)]/} 

- 1 -5/^^p^dE^s/;i/^>y'i' 5 -*;i/5}?>m> 

2- {4- [3-^PP-6- {4-y)\/:ttiyj^—Jl) ^>P)V:t^iyl y 

2- [4- ( 4 -^>s^;i/;^^5/7i/=5rS^) - 3 -y )]/:tuy -1 
-i^e/ P^^S/;v^>y^ ^ yv— ;v- 5 -ti}]/Tf^ym.s 
2- [4- ( 2 -7*p^- 5 P P'^>-:^;i/;r^i/) :7x— ;!/] -l-i/^^ 



2- {4- [3-^'nP-6- (4-^PP7x:=:;i/) -2 

2-{4-[2-{(l -7'-te5^;V-4 -fc!^'J ^ h^J/} dp->] 

2- {4- [3- { ( 1 -T-fe5^;i/-4-tf^U^;i/) ^ 7x7^$^] 
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1 - S/^^D^dp5/;i/- 2 - {4- [3- (3-t:';i^;Vp< V^iy) y:sLj^^y^ 

2- (4 -'^>i^;i/;t^i^- 2 h^^ei/y' 3i^;u) - 1 -i/^'P^^i^;!/^ 

2- [4- ( 2 -:;^D^:- 5 731— -l-i/ 

2- [4- (*;V5}?^i'i^7airz;i/^ h^i/) y ^:=.)V] - 

2- {4- [2- (4 -^aP7xr:;i/) - 5 -— h n^>S?;V:t=3e$^] 731 
=.)]/} - 1 -i>e7n^=^5^;P^>v^-r ^ yv^— 5 
2- {4- [ 3 y - 6 - (4-^^DP7i— ;v) 

2- {4- [2- (4 xr:;i/) - 5 - ^ D n'^>i?;i/:^^$/] 

2-{4-[{(2S)-i -^>s^;i/;r=^e^*;i'7j?-;v- 2 -trp u i^-;!-} 

2 - {2-^pp-4 - [2 - (4 - h 7;i/:rn^^;V7 ^>i^;i/ 
\-i/^U^^%y)]/-2 - {4- [3- (2-tfyS^;Vp« h^Sri^) ^x^dei/] 

7x:^;i/} ^>y-r ^ iJ^^^-;^- 5 

2- {4- [2- (4 -^PP7xri;i/) - 5 -7;i/:;4-P'^>i?;V':t^i^] 7 

x-;!/} - 1 - i7 n^^^'y )\/^y^J ^ s,^^/— 5 -*;i/5t^>^s 

2- {4- C 3 6 - (4-^PP7x^;v) ^> i^;!/:^)-^^^/] 
7 3i-;i/} - 1 -i/^ P^dr>>;i/^>^7'f 5 - ti)V^-yW.^ 

2- {4- [ 3 -^^I^^'^^-Y;!/- 6 - (4-^PP7x:^;i/) ^>i^;i/;t=^^] 
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i_.>^p^d[^,>;v_2- {4- [2- (i^^^;i'*;i/>'^^r-r;i/p< h=¥$^) y 

1 - ->^D'N:3|ri/;i/- 2 - {4- [2- ( Vf^ U ^ ^ b =3e^5«') 7 

7xr:;i/} ^>\/^ ^ 5 

2- {4-[{(2S)-l 2 -IfD U ^ h 
7:cr:;i/} - 1 -iy^ D^^i/;i''^>y-r ^ yy— 5 -*;i/:^>^> 

2- {4- [ { (2 s) - )v-2-\^u uy-;v} pi h=^i^] 7 

2 - {4- [2 - i4-i:3Jl/^^'i)l^y x.=.)V) - 5 -^^ P P^>i^;i/:t=^S^] 
- 1 -i^^D'N:^^;i/^>>/^ ^ ;v- 5 -:i7;i'sr?>^s 

1 ->>^D^^i/;i/- 2 - {4- [3- jvy- y 

j^yf:^->^ y^i—jv} ^>^J-( 5.<5^y— 5 -itj)\/-^^>m^ 

1 -i/C^U^^->Jl- 2 - {4- [3- (t^U >b;i/5}^^;i/p< h^ri^) 7 
y^i-;^} ^>^J^ ^V^J~-j\/- 5 -:tijur>>m^ 

1- >>^Vi^^i^JV-2- {4- [3- { ( 1 -p<^ >;^;V5^— 4 -b^^ 

1 _,>^ p^;^^;i,_ 2 - {4- [ {2-^^;i/-5- (4-^j7PD73i— 
^> 

2- {4- [3- (3 -^PP^>i?;i/;r=^$^) 73iydpi^] -1 
2- {4- [3- (^4-'!7uti^yi>M^iy) y^L^^iyJ 7 3^— ;v} -1 
1 2 - {4- [3- {4-y)V:tvn^>>:^)V:t^i^) 7x 
l_.>/7P^dp>>;V_ 2 - {4-[{(2S)-l - (4-- hD7xr:;i/) 

- 2 - t:p y i^— ^ h=^-^] yj^-ji} ^>^J^ ^^v^— 5 -*;i/5}t> 
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1 _,>^p^dp 2-{4-[{(2S)- 1 -y 3i=:jl-2-\^U U 2^ 

p< h=3p$/] 7 ^^y— 5 

2-{4-[{(2S)-l - (4-7'-fe^;i/T^-/7 3iri;v) -2-trDU 

2- {4- [ {5- {4-'^uuy - 2 -^^JV- 4 -^T^J V 

^> 

2- {4- [trx {3-y)i:txiyjL-)v) ^ h^i/] - i-i^^ 

1 -i/^ D^dE^i/;!/- 2 - {4- [2- (4-i5'Pn7x— 

1 ->>^ D^df 2 - {4- [3- (4-7^ h^t h*D 1^-5 1^;!/:^:^$^) 

l-i/i7U^^i>^JV- 2- {4- [3- (4 - h U 7;V:^Dp<^;i''^>S^;V:^ 
drS/) 7 7xr:;i/} 5 

1 - 5/i^n^:3f-s/;i/- 2 - {4- [3- { ( 1 4 -i;^'; ^ 
l>dp$/} iiri^] --^>^/'f ^^J^v^— ;v- 5 

2- {4- [3- {4-t e r t-^^)V^yi^)V:t^t^) 7xy^2^] 7 1 
2- {4- [3- ( 2 -^^ n D^>i;;i/:;t^->) 7 xn;i/} -1 

1 - $/^D^:^Pi/;i/- 2 - {4- [3- (3-t^«;2;;V) 7x>':3r^>] 

2- {4- [3- (4 -i^PD^xr:;!/) ^x^'^^/] 7xn;v} -l-i^^^ 
1 -i^^u^^iy)]/- 2 - {4 - [3 - (4-^ h=Ji^i^7 xn;i/) 7 x^ ^^2^] 
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1- i^i7u^^i/j]/-2- {4- [ {4- (4-p<^>;:<;v4^-;i/7 3^-;v) 

2- {4- [ {4- (4 -^DD7 xr:;i/) - 2 ^;V- 5 -^TV U M 
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A 
A 


EP, 5 07650, Al (SYNTHELABO S. A. ) , 7 . 10^. 1 
992 (0 7. 10. 92) & 

FR, 2 6 74 8 5 5, A&CA, 20649 24, A& 
NO, 9 2 0 1 2 8 1, A&AU, 9 2 1 3 9 89, A& 
CN, 1 0 6 54 5 9, A&JP, 5-1 1 2 5 6 3, A& 
HU, 6 2 5 7 3, A&US, 528 00 30, A 

WO, 9 7/25316, Al (GLAXO GROUP LMT. ) , 17. 7 

^. 1 9 9 7 (1 7. 0 7. 9 7) & 

AU, 9 7 1 4 3 8 9, A&NO, 9 80 30 8 9, A& 

CZ, 9 8 0 2 1 2 7, A&EP, 8 8 6 6 3 5, A1& 

BR, 9 7 0 6 9 3 8, A&HU, 9 90 0 5 8 0, A& 

US, 5 9 9 8 3 9 8, A&CN, 1 2 1 26 8 3, A& 

J P, 2000-503 0 1 7, A&KR, 9 907 740, A& 


1-3 5, 
3 8-4 3 

1-35, 
3 8-4 3 



1$5«PCT/I SA/2 1 0 {M2^-i^<r>m^) (1 9 9 8¥7^) 



BKtHlg#-g- PCT/J POO/0 9 1 8 1 



^ms^mST^ (PCTl 7^(2)(a)) <omMfiCXK>. ro|llS^3S»«^f*^^C<^3Sft^^:J:!9|t*<D«SIa(Z>-ffiK:ov^xf^ 



1. □ ffiMA^5^^ig?iii*P^fi^«fc3pf%i-'<T«rartK:»^#u;fe:(o-^ rcoHE»ps«^«:. 'r-^x<r>m&^mt^m^ 



4. □ fflPA;65i£:>i?'&ii»PS^S^®:J|^=Sr»raF^t-»^^^^^^<^ c<?5HBg|iS«l#lt> m*co®H<og:?Ol^:|B^ 



«S;PCT/I SA/2 1 0 (mi-^-*:^<^«iS6 (1) ) (1 9 9 8^7^) 



